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(57) Abstract: Drugs having inhibitory activity against NF-tf B activation, containing as the ac- 
tive ingredient substances selected from the group consisting of compounds represented by the 
genera! formula (I), pharmacologically acceptable salts thereof, and hydrates and solvates of both: 
(I) (I) wherein X is a connecting group whose main chain has two to live atoms and which may be 
substituted; A is optionally substituted acyl (exclusive of unsubstituted acetyl and unsubstituted 
acryloyl) or optionally substituted Ci^ alkyl, or alternatively A and X may be united to form a ring 
structure which may be substituted: E is optionally substituted ary! or optionally substituted het- 



fr) eroaryl; and Z is arene which may have a substituent in addition to the groups represented by the 

© general formulae: -O-A (wherein A is as defined above) and -X-E (wherein X and E are each as defined above) or heteroarene which 
may have a substituent in addition to the groups represented by the general formulae: -O-A (wherein A is as defined above) and -X-E 
^ ( wherein X and E are each as defined above). 
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Tsa-jfcss: ( I ) : 
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X&l*Ett±IB5£ll£IBMS-T?$>5) *l 5 affile £ ibKffi&S£^L-t^ 

Tti^r.w-y, xii^-o-A (is*, An±.mfembmmxhz) 

-X-E X2StU J Ef±±|B^t^«-cfc$) -C^$*i5S<z>teK:$£>fc: 
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w mm 

#»kw\ <o-*-vj*y (i l) -l , i l-6 N i l-8 % mmw&m 

=$- (TNF — a) tZiKD&m.'&V^ hZJ VCMIIftH^X^NF- k B 

&m*t5&ziztmm\zft-fz> &&&& v h t> . -t z. -e 
^wn^^-^^ (il) -i^TNF-a mmmtzm*) 

X-UWZtlX^&Z. ttfmibiMctt^TZtZo :<oe?@ti5NF- K B (N 
F k B tia^nS^i t>£>5) tTOixTVN^^^^WT'fcS ( 
^ • 7'>yX- y-^— ^ (Nucleic Acids Research) J, (^S), 1 9 8 6^, ^ 
14*, *2 0f, p. 7897-7914; Tn— K • ^7°y >>/./n^^- . 
-»3i<^T • ^t^r^f-ff^ ^ • /W;*-n2?— (Cold Spring Harbor 

Symposia on Quantitative Biology) J, 1 9 8 6^, f5li, |g 1 ffi, 

p. 6 1 1 -6 2 4). 

:©NF- K Bfj:p 6 5 (Re 1 Ait»t5) <t p 5 0 (N F-kB-1 ife 
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ny^yf (Genes & Development) J, 0KH), 1 9 9 5^, f|9#, ^22f, 
p. 2 7 2 3- 2 7 3 5) . I - k B frbmtltcH F - k B tiM J $ t t>*l£&ft\Z& 
tTU NF- ic B^mi^ia^J^oyn^-^-^^^-rS-t^J;?), $5 

1 9 9 7f Kftot, I - k BO!) >M{kizM5--t5 y ^Sfeftlt* (IfcB^t 
— If £#L-C I KK<tl&&£tl5) ^[^l^$tT,7ci(r^-l'5 L ^- (Nature) J, (US), 

1 9 9 7f, I3 8 8i, p. 548-554; T-fe/U (Cell) J, OfcS), 19 9 
7% Sg9 0#, %2%, p. 373-383), I KKl£fij§LVMC<£ < {IjITV^ 
-5 IKK- a (IKK1 fcfcffc-TS) tIKK-fi ( I KK2 t tttS) 

-fbl-Siir^ftjfetLTV^S ( rf-^T^V^. (Science)j, (#E), 1 9 9 7^, ffi 

2 7 8% p. 866-869; (Cell) J, (*H), 1 9 9 7 3s fl 9 1% 
512^-, p. 243-252) „ 

fciSfcl&jft/O^ ( FlM^* (Science)j, (#B), 1 9 9 4^, H 2 
6 5^, p. 9 5 6-9 5 9) 0 £ bK:. T*t°y Vfi I KB^rt-fffc5 I 
KK-^tATPt^Lt«lc^U I KB©yvlMb«:IB#f*£i: 
T% NF-kBCII, gtt-fbSr«i«"Jb"CV^c:i:*s^t>d^*ofc ( T^^- 
-T- (Nature)j, (3£ffl), 1 9 9 8^, f3 9 6t, p. 7 7-8 0) „ to £ 

try ymi-NF- K Bgtt^bSrWSJt-Sfcfe^tt^ffl*^-^^ 

S-C *> D , ^n^^7Vi? ^fiWl* I- £ <5 ft lil^*^Jk«@ flsffl lc «£ 5 
fc° 'J yK^fctN F - k B gttfc«lSJfl2/S £W LTl^ i t #W fcj&MCfco 

^^ttio-CNF-KB ^tefc^MJ UT V > 5 # (flM a V * (Science) J , 
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(*S), 1 9 9 5^, f 2 7 0t, p. 2 8 3-2 8 6), @&£©itjg, 

k B*Uffli^*WUTV^5iS ( r^t-t/l"^-{A;p^- (Journal of 
Immunology).!, (*H), 1 9 9 95s ^16 2t, |4^, p. 2095-21 

02) % mmtzmttm&bzzbfrhz.tiii&M&.mia-mzft^a t<D^ n. 
f - k Bmmm&M t lxk. g&t? y s (#^sp 11-5123 

9 9 r^-Y—^-ZU • ' * WvU£" 5: * h — (Journal of 
Medicinal Chemistry) J, OfcS), 1 9 9 8^, f4li, £4#, p. 4 13- 
4 19), *D-^^Mm& (#H¥9-2 2 7 5 6 1 , ^7*7 U ^ 

Sigft: (Jftpg¥l 0-8 7 4 9 1 #4*$ft) > -OPlsffimft (li«0 0/ 
0 5 2 3 4f/<y7V? F) , 3^tf3^*/^WC, DS^O^Ift: (# 
^¥10-4573 8^n. JkXJ- tUtt—lf—y* • 7 > K • ^ fr>t 
/U'Jr^^.hy— • — X (Bioorganic &. Medicinal Chemistry Lettters) J, (^ 
H), 2 00 0¥, ^101, £9#, p. 8 6 5-8 6 9) *S*p6>jxTV^S. 

LX*H#^4 3 5 8 4 4 3 ^,1fl»(cM/&SPlWJ t LT©H^^*>5. 
£7c, HHt LTte$C#l#fFfg0 2 2 1 2 1 #HB86 2 - 9 9 3 2 

9-§-42t3L Jt^S^fflS 6 1 1 7 8 5 9#-HmiCti;$£*!£ LT<t LtOli 
TjsflSfcS. BB4*0I!S9 9/6 5 4 9 9*^^71^^ h {Cf±N F - k B PJ.*fEffl 

it §3 IT fiPl £> ftfcg&g i: eSMfcfiT?©fcfta s $ *i/r v ^ fc-f ft v >„ B 
R&MIBO 2/4 9 6 3 2^*>71/y MuliN-jy-^ty 
ftSr^-tffc Ko^ri/jy-^iWNF-ic BRMFfts/H«r^rl-S£ £: ^H^$ 
*l/rv^3#, t FD^7y-^©0-tt&&tCoV^teN-S&f-y f^7 5 
K©0-7i?^/W£©15^?WC®£oTV^„ N F - K B PE^ffMB £ 
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x 8^^71/5, M>§l^£*l/W3 0 BKt&HJffO 2/0 5 1 3 9 7f/^7 

389! ©Ma* 

TNF-a»TtONF- t BMWI^^^-^-T^t^fKt 

( i ) Tfs-j&a ( i ) : 

O 

(I) 

{ 

(at, 

Aft, B&Sfc^LTV^'b^T^g (fcfcU itt©7t^sxt;i 

^z«, a-o-A (at. Aft±iE^eti^mT-fcs) SLt/a-x-E (at. 
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-X-E (5£f, XXt/Ett±IB£«fcl^lt-e*>5) 

H H H H H 

— C-N — 1 11 11 

C-N-C— — C-N-C-C— — C-C-C— 



OH- " ' 1 



ii i i i ii i 



O H H OHHH • O H H 

H H O O 

i t ii — N-C — H 

— C-C=C— — C=C— — S-N— . u — N-S — 

ii I l » ' HO' i ii 

OH • H • OH- MU HO- 



H H 

—C-N— — C-N-N=C— — C-N-C-C-N— — C=N-N-C — 

II II I I II I I II I i_i HO 

HH- OH H. OHHOH. " " u . 



H 

-N-C-N— — C-N-N-C— _ c _ N _ N _c_ — C-O- 

i ii i n i i ii „ . v V 11 

HOH - OHHO. OHHH. ° 



H O 

: _ N _ N _ _c=n-n- {Vn-c- 

3 H H H H ■ /^N H O . H 



— C 



O 

(3) T1S5S : 
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C— N 

II I 
O H 

(4) A# N TG11%»a> : 
T «t V N % /w* ^ -Y yi'K 

(5) atzj6s x c 6 ~c 10 ©7i/>-y (irv-yii, A-O-A (5£<K Aft 

(I) !C*5»tS^iSiPIi|-C*)5) Rtf5£-X-E (5£«f % X&tfEft- 
(I) lc*3tt5^*tlRHS-e*)5) T&£ft5£<0<i&K:£ L 

(6) atza** sS-o-a (st*. Ati-j&st (i) m*5Jt5^iiipjtt-efc5) 
* £ ft o loft £ e> icg&s b x v * x % £ v ^ >n ^nxh z> tt&mxx* 
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(7) mziK s-o-a (st, Ate-^s (i) \zio\-fz>femtmmx*-bz>) 

&tfS-X-E (St, X&rjEfi-j&S (I) KfcttSSIfcfclllgrefcS) T* 

^nm $ tL 5 * ©ft, ^m^ti, e>o*snfe&trja«si»*» e> 4 & 

(8) SZ#, S-O-A (St, Att-jKS (I) KlfettS^t^-CfcS). 

xva-x-e (St, xxt/Ett-jRS: (i) fc*3»ts^ii^^-cfc5) -e 

«3S^#J mflF* £ tu5 * ©ft, ft e> <Dfcfa®R xmW&tofr h?£Z>m 

o) e^, ams^^brvNTt) j:vNC 6 ~c 10 (DTy-^s, x«gms^ 

^ L T V^T t> £ ^ 5 A©-^ n T y -/Ht* 5 IBS^tt KfF^ $ ft 

KfF^ $ ft 5 * oft, Mtf Ki^rft £> ©3kfn*XtJ%IIIMft)&» b Stfft 

(11) Efl*, 3, 5-tf* {YV7;vjru*=5-jv) -7 ^-^mX'hZfc&mR 

(12) Eri*, g^£^^^LTv^Tt>J;v^^T^/y/^£-e$>5^t:^JlU ? ^S^ 

S'j©«jfe^e>f±, *3BWR:<fc?>, ±is© (1) ~ (12) ©gm©®Bt©fc#>© 

±s2©#4£l«©&ffl, ±f3©#«£"gtfN F - k BStt^ia#3Wx h£ 
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( i ) Tfa-jts:5£ ( i - 1 ) : 




IZ'fi, it-O-A 1 AM4±|5^tP«X'fc5) M-CONH 

^•ltv^-c^ iv^^y, xft^-o-A 1 (5£*K AM4±iasatnftT-fc 

-5) WS-CONH-E 1 (5£«K EM4±IB^tl5]»-efe^) T'^£ix5^ 

(2) A 1 ^ N, N-^f^/W^^f/l'S (S*A'W/l'S©2oOfJft 

(3) a 1 ^ (^^y*— y 4— fAO ^7^#^^ST*fc5±ia<D{b^^ : 
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(5) atz 1 ^ 5S-0-A 1 AMt-^s (i-D ^wtzfemtm 

fi-Cfeo) RXf^-CONH-E 1 (:£<K E l tt-JR* (1-1) fc*3tt*£il 

(6) SIZ 1 **. 5S-0-A 1 (5t«K A^HK* ( I - 1) te*5rt5J£ifc£l§l. 
IS-CfcS) Jl^-CONH-E 1 (xtf, E l tt-JR* (I-D fc*3ftSS« 

(7) IZ 1 ^ SC-O-A 1 (5£<K A r «-» (I-D ^*5tt5£ft£l^! 
gTCfcS) ^Tjt^-CONH-E 1 (afc*, EMi-j&it (1-1) lc*3tt$£ifc 

(9) E 1 ^, 2, 5-i?flft7x=/HXIi3, 5 -^Ei7x=/Ht*fc5 

(10) E 1 ^. 3, 5-fcr* (f^/l/tn^f/V) 7x-;Htfe5±E© 

»j©*jfea>e>tt, ±12© (i) ~ (ii) ©^-ft^u xte^tib© 

*»*«L< tt-tiH Sr^tfBK ; ±l2g|g©SBi©fc&©±ia© 
(1) ~ (11) ©^ffcj&L <«■?:©&. Xtt**bk©2kft«3;gL< fi^ftib© 
Igji&fn^©^ ; ±12© (1) ~ (1 1) ©£*^L <«•£©:£, Xtt-t-tbb© 
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mz^-tzmm ; ±»© (D ~ (id xfi-taxk© 

t, ±IB^±tao (1) ~ (11) L<fi-£©1fiU Xtt-tK 

rBIR&nj|0 2/4 9 6 3 2^>7^y hj 
iitSrilifl-CfcS, ±|E rs^ifl^O 2/4 9 6 3 2f/^7Uy H 

jvm. Truism, Tjutr-vym, T^y^is&GnmMftxftfti&igipt 

<D 1 ffim L < ti 2 ffi©#gi5i^fbjc3fc£ ; n TALI'S, o T^tr-fr 

rr/b-^/u-Sj ittii, 09*.wu *ttk ^5vk n-^nt^K -ry^nt' 

/K n-T^/K y^f/K s e c-T^/K t e r t — T^vK n-^^f 
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;K 2-*7-A"<>7-*, 1-7<5vw0^vK 3, 3- 

v?p< fvl^fvK 2 , 2 - TvU^/K 1 , 1 - 3?* ^/I^^VK 1 , 2 - 
v^^/l^fvK 1, 3-v^^/V:/^A\ 2, 3-i^fvV:^/K 
/l^fvK 1 -=^f-f^Zf^-^, 1 -:n^7U- 1 -tf-jvzfv t°/K n -^;7°fvK 
n-^fvK n-y— /K n-fv'/W n-^r^K n-Kx^/K n - 
MJf'WK n-fh7r>;K n -^y^fv//H¥©C ,~C x 5 ©ttiM^Xfi. 

;K ^y^P^;K - 1 -a:^- 1 -4 7K zfZ-l 1 — f 
/K 3 -=cl/- 1 --f/K 2-^>- 1 ->T/K 1- 

} s f-A''fxxj*— 2 — acv— 1 — >f -^V^ 7 - 1 1 — - A\ ^V^-2 

-x^- l -^/K^>^-3 l -^;K^^^-4 -m 1 -^f;V, 

1 ~3c 1 ^^-2-^>-l-^/K ^^"9-- 3 -x>" 

- 1 --OK ^drih— 4-3i^-l -^/K ^f-U"*- 5 -a^- 1 -- < ;K 4 - 
}=f-iv^s$ - 3 -^V- 1 ->f/K 4 -ptfvwO-^- 3 -ai^- 1 — >f /K 
^7°^- l-x^-l-^/K ^T 8 ^- 6 -J-V- 1 --f/K ir9 9- l -j.^ 

-l— ok ;t-i-xy-i — t/k y-r- 

8 -xy- l -^/K - 1 -a.y- l — fyK 9 1 -W/K 

-)yf*- l-xv-l-^/K !)yf*-10-iy-l-'f/K K7*#-l 
— x. 2/ — 1 --f;K Kf*#- — f/K h!)f*-l-^-l- 
-Y/K MJf*-l 2-^^-1-^/K 7 1 h 77* -l-xy-l-^/K x 

f7T77-l 3 1 ^>^7*- 1 -^V- 1 7K 

#-1 4 -xy- 1 ->f;Hf ©C 2 ~C , 5 ©EmnM^©7/^=/^ 
7"u/-?- 2—T 1 — T/K ^^-1-^^-1-^^ ^^-3 — fV-1 
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— </K 1 -^^-jV^ti/<- 2 -4 1 --f/K^^- 1 — -'f/K 
--f^- 1 -WVK ^^1^- 1 —-<>'- 1 —f/K 5 > 

< y-i-^^> 7 -4^-1-4/^, /t-i-'fy-i- 

-f/K 8 — >f I/- 1 — </K 7**- 1 -4 *s- 1 -^f/K 9 --f> 

-l-^f/K^^^-l — f f- 1 ^K!»f*- 1 0 1 ->T/K 

Kr^-l-'fV-l-^/K Kr*- 1 1 — < I/- 1 ->f/K h { )"fti~ 1- 
/fy-1 — T/K M)f*~12 — fy-1 — OK 7 h7f*- 1 — f 1 

-^/Kf h7f^- 13-^y-i -^/K^^^x*- i-jy-i — -Y/K 

rT/^l>^Sj itm rc^wi^ cx^y-l, l-i^ 

2-S?-OK 'O'^V- 1, 

1, 1, 1, 4, 4-rF7^f^>-l, 4-^;^©C 

rr/v^r £ 2-i?4JK t'p^-i, 

V*- 1 1, 4-v^/K 2-31 4-v^f 

;K 2-^3vK7 e n^<>'- l, 3-i^lVK 2-^V- 1, 

^-9— 3-^>- i, e-^-r^roc^CeOEH^Xtt^lM^oT^^ 
'fyyotfyf^ 7*f yf^ ^^^y-^v. ^^Dr^oc^c,©! 

r^^oT^^/wXj i ltd, 0!l;U:£> ^n/nt;!/, 1/9 w??-^ i/9 
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ft*5, ±e r*/^ dt/^^Sj ^^-tf^gi, v-y^yy^twnvx^ 

Xi>£< y Mz.t£. 1 — r^^=/K 2— f:/^=/K 1, 2, 3, 4-ff7 
tKnf7^uy-l — f/K 1, 2, 3, 4-f^7tKnt7^uy-2- 

U7°=ri/- 1 —f/K, 2-^D'<y7^-l-'f/K 3-v^p-Ox 
>- 1 2 -v^ P^r-fe^- 1 -^/K 3 -V^ P^3r-fc^- 1 -^/K 

1 -:y$ o/ry- 1 — -Y/K 1 ^ n^>x^- 1 -^/W^OC 3 ~C 6 (Z):y 

±ia rv/^nr/^^xj -<y^ym. i-y^ u>mmtmm^x 

V>Tt«J:<> 0J 1— 1, 2, 3, 4-7^ h 

7tKot7^uy-l-rf/K 1, 2, 3, 4-?h7t Kot7^1/y-2 

ri/^PT/lo&VS^^A'Sj i: Ltii, #!lx.fcf, 2, 4-i/#u-<y?^i?=. 
^-1 2, 4— 5^^n^^f-^^a:>— 1— 2, 5-v^p^-^ 

/K l-^n7°nlf/Hf;K 2 - v"^ p -fu f/l^fvK Z-i/? uy°u\f 
)\>Zf n fc'/K 4-^n7"n fvK 5 - 2/ ^ n 7° p kVl^^/K 6 -is 

^n7°nt>^v';K i/^o7f/Mf;K */9 xi^yfjV^ 5vK ^nT" 
^VM^VK */9 u-r<yf')\s} s ?-)\' x is 9 u^^ri//U^ ^vK n^»=5f vvu?" 

p tVK >^ p^^S/ywy^/K v-^ p^y^/w^ fvK f£ n^fvi^.^vK 
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-itjJK *s* v^sW- 1 , 2-^,^0^^-!, 3-i^f/K 
S/^n^MM'-l, l-v^A\ v^n^U-V-l, 2-vMVK v^n^ 
3 _c?^,v % v^n^lf 1, */9u-^rf9"s- 
1, l-v^/K v^n^:/*^- 1, 2-vM/K v^n;^*V-l, 1- 

3 -v-^n^:/-^- 1 , 1-vMVK 2 - n^ir V- 1 , 1 
/K 2 — S/> n^^ir^- 1 , 2-v^/K 2 - n^ir 1 , 4-vV 
A\ 3 -V^ n^^-fe^- 1 , 1-vM/K l-v'^n/fV-l, 2-S?>fA\ 
l-v/^cO-xV-l, 2-vM/K 1 — n^-fei/- 1, 2-v ? fA'^ 

l-^37?vK T^MJ/K 7xtvM)^ 

±12 rry-^fij r±, ±ia rc 3 ~c 8 z>i^n7/i'3v^.k rc 3 ~c 6 

^LTV^t>£< x mx.ti. 4 — f^^=/K 5--T^^-/K 1, 2, 3, 4 
-fb7t Knt7^1/y-5— 1, 2, 3, 4-f h7t Kof7^I/ 
6 —OK 3 -7tt77-/K 4 -7tt77=/K A 4 — f A\ 

~/V\ 5-7^^-V=/K 6-7itV=/K 7-7xt^/K 8-7^^1^ 
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tTV-u^mi i: fTli^Jtti, l, 2-7 = ^1/7, i, 3-7^=77, 

1, 4-7:*=77 N 7-7? 77- 1, 7-7^77-1, 3-77 

/7 7-7:?77-l, 4-77/K 7-7^77-1, 7-7*77- 
1, 6 -*77;K t7^uy-l, t7^^-l, 

77-2, 3-'7*7/K 7-7*77-2, 4~-J4^, 7"7* 77- 2, . 

5- -77/K 7"7* 77- 2, 6 --77 "7-7* 77- 2, 7—77/1^7-7 
*77-2, 8-:/-f/K 7yh7ty-l, 4-^/^©C 6 ~C 14 ©7!) 

rry/v^gj i urtt, rr/u=¥^j <^ i ^xoi^MW^ 1 , fry— 

T-am^tLTcS^tf t>ix, FilxJ^ ^<77/K l-t7Wf/l/, 2-7-7 
fvl^^/K 7>b7t^;Mf/K 7 en 7" 7 h 7.—/M 5vK T-terT-7^7^ 
/i^fvK -77^^/M^/K 1-7^^/K 2-7i^f;K 1- (1— 7" 
y^-jv) 3i^-/K 1- (2-^7^-/V) xf/K 2- (1-7-7^) =^/K 
2- (2-7-7^/W x^/K 3 -7cc=/V7 0 o fcVK 3- (1-7-7^/^) 7° 
nfcVK 3- (2-7-7^) 7°n tVK 4 - 7 :n =-/77*<tv7 4- (1-7-7 
7^/K 4- (2-7-75VU) 7'^/K 5-7i-^yf/K 5- (1 
-1~y^M ^7<7VK 5- (2-7-7^W) ^<75v7 6 - 7 3^/1^^7/1^ 

6- (1-7-7^/V) ^3r7/K 6- (2— 7"75 L /W) ^^f©C 7 ~C 16 
<7> T 7 /V A/ £ If k ft 5 „ 

mmm^,mit^mm tu-cfi, tf7*n [2. 1. 0] -<7^/k 

fv-^n C2. 2. 1) ^T/^/K k'^n [2. 2. 1] ^^-/K T*V7 

r7>t°n|i^{b7K*SJs Wittf, 7t°a [3. 4] Jr? 5vK 

n [4. 5] 7*2-1, 6--7==/H?(DS75^tf btl^o 

r^r/W<7^£Hfc7j<itJ i Lttt, Mx-tt^v-^. ^V/7 'JT-y/K 7^ 
/K ^7^/K /K/w=/^O^^^ff 
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/K h!J7;^D^f;K ^pn^f;K ^on^f;K t>y^oD^f;v, 
ya^^f/K s?^n*>^-/u, Hiyo^f^ a— K^fvK v>3 — 
5vK hy a-K^f-'K 2, 2, 2-FU7^Dxf/K ^y^7^tni 
5vK 3, 3, 3- Ml 7;V*v-?u lf/K ^:7** t?/K ^~f$7. 

^tn-fy/utVK /t7/Vto^K /<— 1 1 
3i©Ao^ ^JS-7-"CflHfe $ H7t C x ~ C 6 OllSftXIi^ttKtt©^ n ? >{t 

rfg^fD7y-/Hj ^U-Ctt. 2-7y;K 3-7 y/K 2- 

^:n=/K 3-^-A\ 3-fny/K 2-* 

^ij-yy/K s-^f-yy/K 3— fy^t/y/K 4 

— r y^f-y y/K 5 — r y^f-y y;K 2 -fryy/K 4-f7/!)/K 
5-fr/y/K 3->f7f7'/y;K 4 — i 5-^yf7yy 
/k i-^^/y^K 2— r^^yy/K 4->f ?yyy;K 5 — r^yy 
/k l-f^yy/K 3-t°7yy/K 4-t'7/y/K s-e^yy/K (1, 

2, 3-t^t^7y-;V) -4--Y/K (1, 2, 3-m^7/-/V) -5 
— OK (1, 2, 4-^dr-^^Ty-^) -3-W/k'(1, 2, 4-**^ 
7/-^) -5->T/K (1,2, 5-t^f-^7/^) -3-^/K (1, 2, 
5-mi?7'/-^) -4— </K (1, 3, 4-**WTy~/l') — 2-4 
/K (1, 3, 4-t*t-y7y-;l') -5 —OK (1, 2, 3- 

16 



WO 03/103656 



PCT/JP03/07127 



f-T&TV—fl') -4-^/K (1, 2, 3-f7^T/-yV) - 5 — f /K (1, 
2> 4 _^ T ^ T y*_,L,) _3-^ ;K (1,2, 4-f7^7^) 
;K (1, 2, 5-f7v^7/-/i') -3— f/K (1, 2, 
-4— f;K (1, 3, 4-f7^7)/!);V) (1, 3, 4-f7^ 

T'/y/W) -5— fJK (1H-1, 2, 3-hUT^-/V) - 1 — < /K (1H 
-1, 2, 3-hyT^-/W) (1H-1, 2, 3-h!J7'/-^). 

_ 5 _^, v> (2H-1, 2, 3-fP7/-^) -2—f/K (2H-1, 2, 
3 _ h!jT >/_ /V ) _4_^ ;K (1H-1, 2, 4- h!)7y-;V) - 1 — ( /K 
(1H-1, 2, 4-h57/-^) -3—f/K (1H-1, 2, 
-/V) (4H-1, 2, 4- h yTV*-/W -3— T/K (4H-1, 

2j 4 _ jj r y?— ju) -4 — f/K (lH-rh7^) - 1 — -f (1H 
h 7 (2H-^ FtV-AO -2— T/K (2H-ff 

=^/- /V ) _5-^ /K 2-t o y^K 3-fy^/K 4-fy^K 3-bTJJ 

4 - tr y 2 - 1° y ^ 4 - f y 5 5 - 1° y 

Si?=/V v 2-k'7^/K (1, 2, 3-hyr^>-) -4— f/K (1, 2, 
3 _ h y Ti ?^) _ 5 _^ /Vn (i, 2 , 4-MJT'^l') -3-^/K (1, 2, 
_ 5 _^, K (i, 2, 4-hVTW) -6--fA\ (1, 3, 
5 _ h y T ^ V ) _2-^/K l-Tiff^/K 1-Ti£b?-/K 2 -Tiff- 
,K 3-T-^t 0 ^. 4-7ff^K (1, 4-^^tf^) -2— f/K (1, 
4_-^ iHft « > / ) -3-^/K (1, 4-^iHftV) -5— f/K (1, 4 
-tt-myff) -6 —OK (1, 4-^lH?^) -7--T/K (1, 4- 
f-T-^t"^) -2— f/K (1, 4-^T1?fc 0 ^) -3-W/K (1, 4-f-Ti? 
tfV) -5— f/K (1, 4-^T-^t°^) -6— </K (1, 4-^T-fe*fc: 0 >') 

_ 7 -j^o) sTsm.7 fk<D%.%&.^7" o r y -/U^^^W ^5. 
rsm^n^-ror y-A-sj am 2-^/77^ 3- 

^yy7 7-;K 4 — <y^77^;K 5-^^77=^ 6-^v/7 7- 
,^ 7 -^O-y^n/K l-'fy^^/7 7^K 4-^y^^/77=;K 
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5 _ / fy/<y/77-;l/ > Cb] *f-^=-)V^ Z-^yV [b] f"^ — 

, K 4 _x:^y [b] /K 5--oy Cb] f-^~/K 6-^^^ Cb] 

f-ain/K Cb] 5^~/K 1 — <>y Cc] 5^-/K 4 -'^y 

[ c ] 5^=/k 5-^yy Cc] l— r^Ky/K i-< r^Ky/K 

2 _^ >K y /K 3->fVK!l^ 4--TVKy/K 5 — f V F V /K 6 -< f > 
Ky/K 7-^^Ky/K (2H--f y>f ^K— A") -1—OK (2H->fy< 
^K-/W -2 -'OK (2H-^y^K-^) -4 —OK (2H — fy-f> 
- 5— OK (lH-^fy^y^) -1— OK (lH-> Cstr-/—M 
-3 — OK (lH-^yf/-^) -4— OK (lH-^yy/^) -5- 
>OK (lH-^fy^/-^) -6 -'OK (lH-^f^/-/V) -7->OK 
(2H-^fy^/^) -1—OK (2H-^fy^-/V) -2— -OK (2H 
-4 ^#9— -4— OK (2H-<^/- AO -5 —OK 

^•y-yy/K 2-^>^ J rt/y/K 4-^o-y^-^yy/K 5—^y;*- 
*f-yy/K (1, 2— <^ 

yv a) -3 --ok (1, -4--r 

/k (i, 2-'<y^y^t/-;i') -5 —ok (1, 2-^/-fyt^r 

f- -6 -"OK (i, 2 — 'y/^ y t^t/-^) -7 -'OK (2, 
!_>t>-/>f y**-y-y-A) -3 -'OK (2, i y W^/V) 
(2, i-^yy*^y^t/-/v) -5 --ok (2, i-^y^ 
-Y y^f-y— a) - 6 — OK (2, 1 -^y/'f y^f-y— a) - 7 — f a, 
2-^i/y^ry y a, 4-^yy^ryy/K s-^y/fr/y/K 6— < 
yw/!);K 7-^yyfryy/K (1, i-^wav^tv—jV) -3 
— ok (1, 2-^y/-ryf7/-;v) -4-f/K (1, 2-^>-y-ry5 L 
ry-A) -5— ok (1, 2-^y^yf7^) -6— t/k (1, 2 
-^y^yf7/-;H -7 -'OK (2, l-^y^y^-/-^) -3- 
-ok (2, l-^yy*^ y^ry-/v) -4— ok (2, l-^^y^y^-r 
y-A) -s-^ok (2, 1 — ^yy^yf7/^) -6— ok (2, 1- 
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;v) -7 —ok (i, 2, s-^ymt^ry^) - 

4 — r/K ( lf 2 , 3 — iyy^t^T/-^) -5— f;K (1, 2, 3- 
^y^^t^7/-;v) -6— T/K (l, 2, 3-^ymt^7^;v) 
-7-^/K (2, 1, S>-^y^ir^^rV-)V) -4 — OK (2, 1, 3 

t^j/rf^-fr^T^-A') -5 —OK (1, 2, 3-^y/f7i?7y-/V) 

-4— f/K (1, 2, 3 — ?yyf7i?7^) -5 — f/K (1, 2, 3- 
^>yf7^7/-^) -6— f/K (1, 2, 3-^y/f7^7/-/0 -7 
—f/K (2, 1, 3-^y/f7^7/-^) -4 —OK (2, 1, 3 — 
/^7i?7/-/V) -5-^/K (lH-^yby7^) -1— f/K (l 
H _^^^/ ^ U7/^)-4^{;K(lH-'<y/ h y T^S—fr) — 5 --Y/K 

(lH-^/M)7/-/V) -6-^/K (lH-^/MJ7^) -7- 
-f/K (2H-^y'/HJ7)/-^) -2— f/K ( 2 H — ^/ h V TX—M 
_ 4 _^ /K (2H-^/F!)7^) -5— OK 2-*/ U /K 3-^r/ 

y/K 4-^yy/K 5-^r/y/K 6-^yy/K s-^yy 
/K l-^ydf-yu/K 3-^y^yy/K 4-^y*yy/K 5-> fy^yy 
/k 6-yy^yy/K 7— fy=*y y/K 8— fy^y y/K 3-->wy~ 
/k 4-'/W!i^, 5-v^yy=/K e-yy/y^K 7-w/y = 
/k 2-*-*-yy=/K 4-^yy-/K 5-3^-y y- 

/k e-^^y =/k 7-^r^yy-/K s-*-*-yy=/K 2-^y^-y-y 
~/k 5-^y^rf-y^K 6 -=*y *-y- y -/k i-7*9?*=/k 5-7* 

7v>-/K 6-7*5S^/K 2--^7^y^^V. 3-^7^yv?-/K 4- 

^7^yv^/K 2-yy-/K 6-yy^K 7-yy=/K 8-yy^/K 
2-7?y^K 4-yf yi/-;K 6 -y-r y ^-/k 7-y^y^-/K 
i-^yw^yy/K 2-*/w^yy/K 3-#/w*yy/K 4 -#/w*y y/K 

9-^//w^yy/K 2- (a-^7/^y-^)x 3- (a-^/V^y ~/KU 4- 
(a-w:y=-^), 5- (a-^/^y-A-h 6- (a-*/W#y =/l-h 7 

- (a-#/M?y=^h 8- (a-^/V^y ~/KK 9- (a V ~/V) % 
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1 


- (13- 




y/vh 3- 


(0 -TJ/l^' — 


y /v), 4- (u-^/M^y 


5 


-<*- 




y^h 6- 




y^h 7- (0 -7J/M?=y/wK 


8 


-(/J- 




y^K 9- 




y^)> i-(7-^^y— 


2 


- (7 - 


y 


=^), 4- 


( 7 -^^#y 


nyi^) „ 5 - ( 7 y , 


6 




-7J/^y 


7- 




=.jv) N 8 - ( 7 -tj/m? y =/W > 


9 


- (y 


-7j^#y 


1- 


-t* y 






/K 4 


-r^y^^/K 9- 


y ^-/k 





-y-v^^/K l-7xyf75?=A', 2-7x;f7i?=/>, 3-7x;f7'^ 
4-7x/f7v*=/K 10-7x;f7i?=^ l-7xt^;K 2- 
7=1-*?=.^ i-7xfyn;^/K 2-7xfyfy^K 3-7:f*- 
isY 9 4-7xfybP^/K 6-7xtyMJy=/v, 7-7^7- 

y h ij 8 -7it^ h V v 5 — /K 9-7xtyHJ5?=^ 10-7x 

-T-^by^-zK 2-7xfy hny=/K 3 -7xty h p y — /k 4-7^ 

tyhay=/K 5-7xtyfoH-/K 6 -7xt> h o y = /K 7-7^ 
tyboy=;K 8-7xtyFn!)=;K 9-7xtV hn!)=;K 10-7 
cc-7-^hny=:/K l-f7yf^K 2-f7VhV^, l->f^K5S? 
2— r>h*y^=/K 3— fyK5 5?=/V, 5— Y^Ky^/K 6 -- T 
7— f^Ky^^/K 8-^yK!l^-/K 1 -7s / ^f-^-f 
=/K 2-7x;^rW^K 3-7*/^^=;K 4-7x^tf-{ 
-/K C2, 3-b] 7P/K fan [1, 2-b] t?y^-/K tT7 

>/n Cl , 5 - a] t°y -T^^^Cll, 2 - a ] fc° y i^K ^ 5 9V C 1 , 

5-a] fy^/K Ci, 2-b] try#s>=.A\ ci, 2- 

a] tl^^K 1, 2, 4-H7/n [4, 3-a) t?y v>/K 1, 2, 
4-hJJ7/o C4, 3-a] If y ^TiP=.A^(0 8 1 4 AOJB^IR^T 1 

nry — /vSi s ^tf bti5o 

20 



WO 03/103656 



PCT/JP03/07127 



v^/K 2-t°nyv 5 ^/K 3-tfoy^;W 2-rh7 

tKn7!J;K 3-TF7tFo7!)/K 1 — f ^ V i?~'K 

2— T XWV *J~jV y 4-^5^/5i?=^ l-t"7/^^;K 3 
yy^s/K 4-fc , 7 > /y 1- (2 - y =/w), 1- (2-^^y* 

y=*o, 2- (2— r ^/y=^h 1- (2-^7/!)=^), 3- (2-t? 
^yy^h t^y^/, 2 - tr*< y 3-tv<ys?=/K 4-tv<y^. 

=A\ 1 -7*— ^t°^<y v?=/K 2-7b7tKP ^7=/K^7^-y / > 

(t-^a^*-— y >o -4— r/K i-t°-<7^^K i-7^-*^7^ 

— ^n-r— /K 3 — ^ /K 4 — -=?.=. /K 5 — {7 u-r^/U, 6— ^n-v 

-;U N 7-i7ci-m/P, 1 V 9 A\ 3 -4 V ? u^r 

4-^-^-^n-r=/K 5 -*f-ir? n^r— /K 6 — J-^P n-v—zK 7 -5^:7 n 
-m/W, l-fyf^n-7^K 
/K 4->f yWa^=/K 5-^yWDT-;K 6 Vf-frV n -r= 
/K 7-'fyWo'r=A'; 8 — fyWn?-/K 1 — f >" K y — /K 2 

_^^Ky=/K 3--r^Ky— /k 4-> r^Ky=/K 5— fyKu^ 6 
-^yKy^/K 7 — r^Ky=/K i --r y-r^ Ky =/w 2-^y^yKD 

=/K 4—f y^VKU =yK 5-4 V>f ^ KU =/K 2- (4H-*o^=/V), 

3- (4H-i7 4- (4H-^p^^K 5- ( 4 H- i7 n ^ — ;U) , 
6- UH-^a^M, 7- (4H-^n^^) > 8- (4H-^o^=^), 
l-^fy^n^=;K 3-^fy^nyn;K 4->f y^npi =yu x 

6-^y^ny-;K 7-^y^oy^/K 8 — fy^o^/K 1 - 
(lH-fc'ny^/V), 2- (lH-enU^/VK 3- (lH-t°n!)^ 
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A-h 5- (lH-lfo!l^), 6- (lH-fay^/v), 7- (lH-tf 

u ai*. rf , i - tf a y ^-/k i — r 5 *v y ^=/k i - My 9 y 
l-^-yvy v^/k l-f-T^/y^^K t'-^y^y, wt-y;, 1 

-r/K 2-t , 7> / !i y—i --{/k l-^Ky-zK 2 — ry-r>-Ky=/K 

1, 2, 3, 4— r h7 t Ko=¥/ y is- 1 — f/K 1, 2, 3, 4-rf7t 

Kayy^y yy-2-^;K i-tfny/K i — r^^vy/K l-f^yy 

r«flsjlc*-;i-#S'*j Hm rtKn^f^Sj ofrmm^it r^TK^Sj 
T*gm$tu7c£^^{f btb, r^tokHj tLXte, ±12 TOtiTK^Sj ifi3#t£> 



22 



WO 03/103656 



PCT/JP03/07127 



tert-yf^, n — y^yf^t^^, 2-7< 

9vlo*-*v\ 3, 2, 1, 1- 

\>*t 9 s, 1, 1, 3— ^fvV^h^-v', 2, 

3 -v J ^5 L /W7' h^rv / > 2 1 -oi^/V 

- 1 -T^yV^n/K^v', n-^/^vW^v', n-^-^^/W^^ n-/ — 
/U^-^f-v', n-T^t^rv', n- £ VrvvV^^v^ n-Ff^t^'X n 

-1— f/V) (;/^- 2-^V- 1 — f A-) *=SF->, (y^-3-^V- 

x — ( yV/ ) (2-^7 c vK/cr/-?-2-^^-l--r/W 

(^>-^- 2 -31V- 1 f/W) (^V*- 3 -31^-1 f/1") * 

(^v^- 4 -m>-- i -^/u) ^iy, (3 -tf-iv-ft-l-^s- l 
-- f/U) (3-7 i ^^^-3-3i>'- 1 — f/U) ;t*v\ 1 

3-oiV-l ^"=3rV N 4-3iV-l-^^) (-"^f- 
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-5-xy- 1 -y (4-*J-;v^?-Z-^l/-l -4 As) 
is, (4-^^/^^^-3-^>-l-^/W) ;T3rV, {^-?? ~ 1 ~^y- 1 
-^/U) tf-^i/. (^7? -6 -my- 1 -y(/V) Jr^ris, 1 -31^- 

1— T/U) (^^-7-^^-1-^/1^) 

t^rV, (y"7— 8 -31V- 1— f/tO 1 -mV- 1 

— r/i/) ;*-^v\ 9 -mv- l — fyw) 3r* f s, Vr#- 1 -xy- 

I-^aO ^-=¥iy, (i)yf*-10-xy-i-^yu) t^fy, ( # - 1 - - 

x ;d-3rv\ (Kf^-l l-xy-i — f/u) 1r*i/^ (hVfjJ 

- 1 -mv- 1 — (jv) a-*^ (hPf*-i 2-iy- 1 ->f /w) (x 
Yv^ti-i-^y-i — ffr) t^-x (tF77*-i 3-^^- i -^/u) 

y-l — C/V) ^-^'V, — fV-1— t^r^, (^^-1-^ 
V-l— <M tti', {7?-3-y{ V-l-^/V) ^iX, (l-7^A7°u 
^_2-^>-l-^/V) ^drV, (^V^-l — f V- 1— f/U) *-*v\ 
^^_4_^V-1 — f/U) t^fV, (^f-i-^y-i-zf/w) O 

^f-- 5 — < v- 1 --r /u) a- 3^ -4 v- 1 — f/w) t^y, 

0fr^*-i ->f v- l -- </w) a-**>\ 
^^-7->fy-i — ca) 3-=*^ (yt-i-^-i-^^) (/ 

•7-- 8 V- 1 — <M tti/, ("7**— 1 — < V- 1 ->T/w) tf-^f-S^ (x* 

-g-^^-i-^/W) (^V^-l f 1-4 A?) (*> 

yfU- lO-'f V- 1 -^^)t^(Kf*-l — ( V- 1 — f-Zl/)*^'^ 
(Kf^-l i-^fy-i-^) ( h 1 v- 1 — r/v) * 

3^ O 1>X77- 1 2 — fy-1-^^) ^iy. b 77*# - 1 ~4 V~ 1 

24 



WO 03/103656 



PCT/JP03/07127 



ri^aT/V^-^v-Sj tUTfi, mz-tf, ^n7n#*v\ *yt uy* 
h^f-v-, is? u^-yf-jv^r^-^y^ y? u^^-y/i-^-^-y^ y$ u-^y^ju^-^-y, 

Y^-y^ i--/^D7'nt>xh^v', 2 n tVWai h **y, 3-->;? 

nyo fcVl^n/jf^v^ 4-^0^ fcVP7" h=¥v\ 5 -V* n 7n tVU-O- 
^/^^ri/, e-^^n/n^^-/^^ S/* n7<?vM b^'y, y? 

^.^ri/yl'^ h^F-v\ 2 -V^ n^^vvioc. h=^v\ 3 - v-^ v-/W7°u xK^f- 
t / ^ * - * * *y S # 5 IP if f> ti 5 o 

-^^vM-^sa jyhy;^^ 7xtyh'j/^^ 7tt7fu= 

;v^-df v-^tf> C 6 ~C 14 ©71) -/W^-^^£d^if £>ft 5o 
b^y, Tt-y-yf^-)^* \-**y, *yy^=->v* b**y. l-y^^sux-* 

2-7x^f/^^ 1- (l-^^vV) ^b*^ 1- (2— 7-7^ 
/U) aih^^ N 2- (l— 7"7?VV) ^h^^s 2- (2-^7^/V) ^h*^ 
3-7^^yD/Kdf^, 3- (1— T'ntf^v', 3- (2—7*7^ 
/V) 7d^-> % 4-7x^7h^ 4- (1—^7^) 7h*i<\ 4- 
(2—^-7^) 7"h^ 5-7^-^-0^-/1"^^ 5- (1—7-7^) 
/<yf;Ut^riX, 5- (2-^7^) 'O'^Vt'*-*^ 6 -7x=A^W 
^-^•v-, 6- ^v'/W^v', 6- (2-t7f^) ^dfi/^ 
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flilxlf, yjV-fru* Y**S, ^yfrlru* h=¥^ ^nn^ h 
3r^ % 3— b^v'— h y 7y^P / h^ri/— h V ? & & s 1 h 2, 2, 

2-f!)7;^oxh^ ^7;Vtnxh^i/, 3, 3, 3-M)7/Ut 
n7/H^-^ ^7 , ^7;i/tn7^^^ y7o*», 

-cgm$ tifc c x ~ c 6 (Dmmftxteft&mvtv^ n ^ vibT a-= * i/s^if 

rfl^ro7!)-^^^Sj am 3 -f^^A-a^pi', U 

y^t/-;W3--{^) (f-T"/— A-4 — ( AO 2 - \f 9 ;V$r 

3-ey^;w^^ (t?y ^y-4-^f ao 



4-^/ y^^-^^^Sd^tf bft5 0 
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=yws«P©J8aftfl6^<b7K*-^^7 7=^x ; t y -^/i/77=/n, 77^ 

^^7 7=/K n-7*ol?W7 7=^ ^y7 , n^;U7/U77=/K n— ^ 
f;V^7 7= A\ -f y/f;W/V7 7- /K s e 0-7^^77^ t 
e r 1-7^7^77^ n— <>f ;V7v/I/7 7= A\ 4 V jVT.A'y 
7 ( 2 — * ^/VZfJ-JV) */V7 7 ( 1 - ^ ^/U^AO 7 

^^^^/i^^/V'7'7-/K (1, 2-V*=5-;vy°v tVu) 7/V7 7-/K (l- 
xf^7"n tfVW) 7>/U7 7=;K n-^'7;^;i'7 7-;K (4 f-A^ls?- 
JV) 7/1/7 7-/K (3-^^-0^) 7/1/77=^, ( 2 - fW^^A') 
^^7 7-/K (1 -^/W^^vv) ^yU^7— (3, Z— 9 J^^-ff-AA 
^)Vy 7 =^,V^ (2, 2— S^f-A^^Tl/) 7A^7 7=/K (1, 
f-jU) 7/P7 7-/K (1, 2 7^7 7=/K (1, 3-$?7* 
f-fls-ff-A/) ^;vy T =.;V^ (2, 3— 5?*77H/?7l') 7/l/7 7^;K (2—3^ 
f/W7*f/U) 7;V7 7-/K (l-^f/V'T'f/l') 7^7 7=/K (1—^^71'- 
1 -tf-jv-fxi tVu) 7/1/7 7-/K n-A/f/V7/i/7 7=;K n— ^^vP 
7^7 7-/K n — S—A/TsA/ 7 7 n — xvvUT^/UT 7 7 —/K n — £ i^x 

7 — /K n — K7'7;l'7;l/7 7 =7K n — h y 7 , 7/i'7;l'7 7 = /K 
n -7" h7 7 f V/V'7A/l/7 r 7=->'K n-^y^f iy;l'7;l'77-^f©C 1 'vC 1 5 
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/<- i -ccy- l 7y-W77=^ /f-y^n^ 
;M;V7 7=/K * ~ 1 V- 1 —f fr) XjU7t~ /K (:7**-2-xV 
-1— 7;U7 7-/K (:/*- 3 -^V- 1 -s( )V) *;V7 7 —fr, (2- 
^^•/U7°ci^- 2-xV- 1 -^f^) 7/l'7 7=/K (1 ~^f/^n^- 2 -x 

1 -xf/l/) 7/V7 7=/K (^^^~ 1 ~xV- 1 —4 A) ^/V7 7=/K 
V^-2-xV-l — (M ^;l/7 7-/K ('O'^- 3 -XV— 1 -^f/V) 
7 7=;K (^O-^-4-xV— l-> f/W) ^^7 7=/K (3— t^JV-??- 2 
-mV- 1 — f/k) */V7t— SK (3 —fT-S^T*?- 3 -XV — 1 — ' f/V) 
77^/K ('Mrf— 1 -XV— 1 ->T/^) ^^77= A\ (^*f— 2-xV- 
l-^yv) 7;U7 7=/K (^^f-- 3 — xv- 1 -4M ^^7 7^K (^^r 
f-— 4 — :nV — 1 — -f/l/) 7/l'7 7-^> 5 — xy- 1 — y( ;V) 7;W7 

t -/k (4-^?vW<V^- 3-iy- 1 ->f/w) ^;i^7 7-/K (4-^^ 
^<V#- 3 -xv- 1 — 4 )V) ^;i/7 7-/K (^-l-iV-l-^f;l/) ^ 
^7 7^;K (^zf#- 6 — xv- 1 /u) 7/i/7 7^K 0*-^*— 1— xv 

-1 — fA-) ^^7 7=/K T/W ^^7 7-/K (/ 

•7"- 1 -;nV- 1 -4 ^/V7 7=/K (/"?"- 8 -XV- 1 ^^7 7 

-/u, (xTJ- 1 -xv- l -^/P) xyi'7 7 x/w x (t**- 9-iy- 1 ->f/V) 
x/i,7 7^K (i)yf^-i-xy-i — f/v) ^^77=^, (^f*-i 

0-xv- l --Y^) 7;k7 7=/K (K7*-l-xy-l fA") ^/V7 7- 

/v % (Kt^-I l-xy-i-/f^) ^^7 7x;K (M)r*-l-xy-i 
--f A) 7;V7 7=/K ( hV 1 2 -xv- 1 — (/U) ^;V7t=-^. (x 

h^-r#- 1 -xv- l ->f ^;l/7 7x/K (x h J'ffJ- 1 3-xV- 1 - 

1 4 -XV- 1 ^/V7 7X/^^C 2 ~C 15 <7)tt^)|7<:X^^ 
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U/<- 1 -4 y- 1 — ( fls) ^^77 2 f 1 ->f/U) Xfr 

7 7— JV, {Zf#- 1 1 — fA") ^^77=/K 

-Y/w) ^^7 7^k (i -^^T-n^-a-^rv-i — r^) ^^7 7=/k 
(^y^-i-fy-i-'f^) ^7 7=/K — 

7;l/7 7=;K (^r"7- 1 -I'V- 1 -^A") 7/1/77-/K (^f— 5->f 
^-1 — f/V) 7^77=^, 7*^-6 — Y 

1 ->f AO ^^7 7=/K (y "7"- 1 — fV-1 — f /U) 

7 -yu N (y^-- 8 --f 1 -4 A?) ^;W77=/K (t**- 1 ^— 1 

7/l^7 7-/K (T^7-9-^y- 1 -^T/U) *A/7 T 
— f 1 ->f /l") ^^7 7=/K (!7^"r*- 1 0— fy-1 — fAO ^/V7 7 

=/k ( kxtj- i --r r--r^) ^;u7 7-/k (Kt#-i i-f 
— f/u) 7/V7 7-/K (hyf^-i-^y-i-Y/i') ^^77-;k ( h y 

T7J- 1 ^- 1 -^^)7/V77^K(f h77#- 1 --f 1 — f;v) 

(ff7f*-13-/fy-l-^f/l') 7^77-/K (<<>?T 

*-l-/fy-l-^;i/) 7/V7 7-/K (^^^t^tj- l A-4 v- l -iVv) 
*,u;7 r =-jvm<DC 2 ~ C 15 oIitXli^W«7/^=;i'-7;V7 7 

7— /K i/7o7f-;^/l'7 7^K i/^n^yf;^/l'77^K v-^a^^ 
<SE© C 3 ~C a O S/^ p T A'*A'-*fl'"7 7 -^gtf* W£>ft5o 

ri/^ o7;v^-7/> :J E-;i'-^^77^i'Sj i l/tlt W%.t£ % (i/?uy°u 

MfrtJ-jV) ^/U7 7=/K (1 —1/9 o7p fcVl'^fvl') ^/P7"7=/^s (2- 

^P7'n^xf/W) ^;i/7 7=/K ( 3 -i>^ p :/p tVu^p tVi^) 7^)vyy 
=/K (4-i/7n7nk>7f;u) ^/i/7 7=/K ( 5 - p 7p If/l^O^ 
/l^ 7.JV7T— /K (6 —2/^ p^p fcVu^^Vyv) ^^7 7=/K (i/7n7f 
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S/yMfVl') ^^7 7^K P^-S/Wa^/V) ^^7 7-^ (3- 

v-^ n^i^/UT'ci fcW) W7=/K (4-~>^ P^^rv-^^^) ^^7 
— yK (v^ n^T^vl^^/i") ^^77=/K ^^7 
T -,iv N (6 - n^-^^/^^VyW ^77=A40C 4 ~C u 0^n7 

rry-/^/u7T^*J t ltwu mz.t£s 7i=w;v77^k i— t- 

7f/VX/l/7 7=/K 2-t7f/^^7 7-/W 7VM)/^^7 7-/K 7 
aiT*^ hJA'^r^ 7tt7fW=^/l'77^©C e '-C 14 ©7 

r77M/v-^^7 7=/HJ t lt(i, ^y^/i^7 7=/K (l 

— r-^fvU^yV) 7/U7 7^K (2— ^^7 7^/K (TV 

tf7fl/=.;Mf/>) 7/l<7 7=/K (i/^ain/U^^/^) XJV7r=- ^> (l 
-^^fvO 77P7 7-/K (2-7x^) ^^77=^, (1- ( 1 7" 
^^7 7=/K (1- (2 -"7-7^) ^7 7=^, 

( 2 - d-^y^/w) ^/l/7 7=/K (2- (2— T^^AO ^fvl/) 

*yW77=yK (3-7x^7o^) ^;V7 7=/K (3- (l-'T*7f7l') 
7-c f/w) 7^7 7-/K (3- (2—7-7^) ^afcT/w) 7;V77=/K (4 
-7 ^=.jVZf*5-fr) ^/l^7 7=/K (4- (1-^7^) 7*3^) ^77=^ 
(4 _ (2-^-7^) 7'^) ^7 7=/K (5-7x=A^^) ^^7 
(5 _ (i--7-7^v) -O^/W 7^77-/K (5- (2-7-73vv) 
^V^/W) ^/l/7 7=/K (6-7x=;^^) x/l/7 7^^ (6- ( 1 - 
±77 As) ^^V/V) 7/V77=/K (6- (2— ^VA) ^77 

-;vf©c 7 ~c ! g^T^^^-^y^T 7 7 — yvSfl^tf ^ix^o 
rAo-7 , y-|b7/i'^i'-^^7 7 = a£j t ttii, r^yw^r— ^Sj <^tK^ 
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J-JV) (^DD^f;V) ^/V77"=^. (yn^e^f/l') ^^7 7 

(a— K^fvi") ^^7 7-/K (^/M-d^A-) ^^77-/K ( VV 
y fViru ^i-)V) ^/U7 7=;K (hHon^f/P) ^;U7 7^K (2, 2, 
2- h V 7^nxf;l/)7/l'7 7= A', ("« V? o xf /l/) 7^7 7 

(3, 3, 3-hy7^o7*olf^) 7^7 7-/K (^7 > ^7;Utn7 , D t» 
"^/u^T'^yi'. -7fyjVjtuy( yy°u ^*yr=-*. U 1ry frirny* 

=f-)\>) 7^7 7-/K (/^-y/i^n^dfvvu) ^;i^77- /1^<7>1 75^1 3i@<£> 

u ^ £ tvfc c 1 ~ c 6 (D m&tkJt <o^¥ Wis t^=* 

^7n7'l-;^/i'77-/i'l> it^S^r o 7 !) -/1/7/P7 7 
ft^^f^^T n ^- */U7 7 ^^H^^^x o ^- 

W^) 7;i/7 7x;K (1, 2, 4-M)7/-/V2-^/w) ^^7 7=^, (t° 

y^y-2--{^) 7;u7 7^k (try s?y- 4-4*) 7^7 7-/k (try 

--T/u) ^;V7 7^K (^7 y 2--f;u) 7^77=^, (*;!Jy-4- 

r^^^K^a^-^/w^T-^Sj Httt,«ttf, (s-trnys? 

m&&m : &3¥%%ri&^Tvm-x*y7~*&} atti, ^ (3.-^ 
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(5£>K R al &tfR bl H:, H-XligfroT, ^{bTK^SXf^r-n^^^-t- 
is\ fc5l^R al &t/R Dl ^-£ft-fto-r, ^b^^LTV^^tJ^i:* 

5£ U-1A) T^^SS^"^ R al d^{b 7 K*SX*fo5Sil: r^HbTkH- 
l/p/V, ^y/<i/U;K tV-Su-f/K 7^o^/K 5 y * W/K h'f/K 

/K l-t7K;K 2-t7h^/K 7i^7tf/^Ol), R al ^7" 
nlltfeoll: Kfal-^/l't^/l'Sj (AftM : 2— 7V^/K 3-7n 

it (o>-2A) x*mtstizm(D*x\ R^frmtfrmmx-hzmz r^TK*- 

5£ U-3A) t?*$tt5£<^tfi-C% R'^s^-fbTK^S-CfeSSS: r^flakSB- 

a: (to — 4 a) t-i^naio^^ R al j^t7kifS-e;k<5g£ r^ft;**- 

5£ U-5A) -?*S*L5£©*T, R al ^^b7k^T-fe5S?r r^ft**- 
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5£ (co-6a) x-m£hz>m<Dcpx\ R ai fcmk*mmx*&zmz rmtfrm- 

5£(<u- 1 0 A)T*^^tL6S^^T%R al 5.^R bl ^^b7K*S-Cfc>5£^r.N, 
^coS), R al 25.^R bl ^xn^ST-fc5S?r Tn, N-i? (-:rngt) 
{fc7K*-N— foi-||*;^^Hj N R al &tfR bl ^-|tf-&o-C, 

S(o)-llA) T*^£tl 5 R al /5^b7K*«T*fc^S$r TN-^b 

2 A)T*^$tl6S^tT\R al < S:tJ ? R bl ^^7K^S-Cfc5S^rN, 
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^ u-i3A) x^tiz>m<D$x\ R^frmtTkMmxhzm*: ^-mt 

j£,(co - 1 4 A) -C^£tl5S<Z>cf T\ R a 1 &tfR b 1 ^-ffcTk^tgT'fcSSSf TN, 

(»-15A) -C«$tL5S(7)4>-C% R al y^b7kSfST'&5g£ TN-^{k 
6 A)X^$H-5S^ I 1 3 T%R al S:U ; R bl /5 5 ^k7K*S-T?fc5S^rN, 

* U-17A) -C^$tb5S^*T% R al 3^fc7kflST*;fc5££ T^bTK* 

* U-18A) X-*$tu5*w4>-C% R* 1 2S&fc7K*£-Cfc5£& T^-fbTK* 

5£(co- 1 9 A)T^^tL-5£©' : F'T%R al 5:^R bl ^^t;7K*ST'feSS^ro j 
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r 0 , o' -*J (~rngo -7*—*7*-s-&u R al * s ^7R^S 

5S ( co — 2 0 A) -CS^ti-SS^^TN R al ^fc7kfif 5 tfeikfom 
5, 

5S U-2 1A) -C*$ti5S(D^T% R al ri^fc7kf?tS-efcSX£ r^bTK* 
±155£ (oi-lA). (o-21A) -C^$tb5Sfc*5ttS WtTK^J 

ttt, ±ia r^bTkm^j tmmom&m? btiz> 0 mz.t£. ^ (0-1 a) -e 

^■n^-X;/W7H=/wS. T/V^af=^-*/uaK=i/l'S % '✓^7^-.*^= 
'>^b7^=^"*^-^ ^ n7/v*y^=/i'-*;vt*-;v 

-fr&tmtfbfrZ. VXf, ^ U-2A) U-21A) T~m&tlZmh 

±IB^ (co-lA) 71/31 U-2 1A) T?*$ft5£K:*3tTS ^td^j fcb 

tw. ±is rofij fc^soxa^rr fetus. 5S u-ia) t? 

£TF. 5t U-2A) U-21A) -<?^£*u5£t>P1SSTfe3. 
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_hf5*t U-10A) Tb^. U-16A) "T?*$ftS2£fc*3tt5 fift7?yj 

-^^7 7^1, ^fnS-^^77^1, T^^S> 7571, tK7'7 
tK7y;S, $?T-t?=A^ 7WFI, ft7WKl, 97 -V J 
& #/W**^ 5 hM/V-S (7 5-77S), T^KS> fcKo*2/T5 
yg % tKa^W5/S, T^y^^S> $?T/«, -fc?#/w^y£, * 
7D77=^ t^W/^ 7t-^77/S, 7*— 
^ 7;t _ n y SN tfUA-g, ^y/i^S, "fe7 = 

*«r»jabXt>J:v\ r©i5**^aSfctt» ft^fltj&l-SJK^ t 
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#%WD V nx *> p x t> «t V \ 

-flMbMfS-rS/S, N, N— 5? (^bTK^) -75 / 2£> N-^fol- 
757S, N-^b7Km-N— TPll-T^yS, Tf/l'-TS/g, 5? (7 

rrv/u-^^Sj ti/tit rt Kn^v^j ©TkSJR^a 5 rr^Sj -c-g 
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a; (co-ib) x-mztizm<Dtpx\ R'Hmik-fcmmx'fozmz tmt-fcm- 
^ (co-2B) -e^^as©*-?. R* 2 fcmikfcmmxh%mz m\^m- 

^ (co-3B) T?SJ$ix53£0«t>^ R a2 J^b7K«T*;Jr>5££ rgHfczK*- 

* («-4B) x-mtsti.zmo*px\ R'Hmikfcm&xhzmz ^mt^m- 
^ (©-SB) xm&inz&<D*x. R* 2 frmk7kmmxhz>mz m<t7km- 

i& (<o — 6 B) -C'St^ft-Sg^TN R a2 ^-fb7K^S-Cfo5S?: TObTK^- 

5£ U-7B) R a2 tf^ft7Ki^T-fc5££ r^fcTK*- 

^'>-^-**^#=^-**->aiJ. R' 2 ^foiit'fc5i5: ^rof 

a u-8B) x-mztizmotpx, R* 2 frmit7kmmxibz>mz mit^m- 

* ( co — 9 B) -e^£*i5£<D*T% R a2 ;6^fc7k«Tfc5S£: Tn-^tK 
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5SU-1 OB)xm&tiZm<D*T\R* z RUR b2 tm4k7km&XhZ>m%tN, 
N-S? (mtfcm) - *JW<* J*- % R 4 W 2 ^7a|It* 

^;W-^-^ri/Sj> R a2 &tfR b2 ^-ii£K:ftoT. Zthtbtf&'etLX^Z^m 

5£ (co-l IB) -C*$n6^^T% R a2 ri^b7ki!f£T-fc5g£ TN-^Hfc 

5£(a>- 1 2 B)T^$tL?)S^4 , T\R a2 /5.U«R b2 i)5^{b7R*S-efc^S<l:rN, 
N-S? (Mik7km) -^Z^^-J R a2 &tfR b2 a^xngjt 

it'fc^i^ tn, n-s? xn^) -^^/^^-r^-^-^fv'Sj, R a2 
^ (co-i 3B) -c^^tisso^x-. R^frmikfrmmx-hzmz tN-mt 

*|-7/l'77 ; e^^-t :) f->Sj, R a2 ^^nSt^-Cfc5S?: rN-^^n 
^(co-l 4B)T**^tl^E<7>4>-C\R a2 S.t5R b2 ^^b7K«*-C*fo5S^rN, 
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5£ (<o-i5B) x-mz}h?>mcDq>x\ R* 2 frmb7kmmx'hZ)&z m-mit 

ItfcSSI: TN, N — v 5 xa^) -7;W7^ W/i^-t^^Sj, R a2 

-^^^^^-r/^-^-^^j, R a2 s.t;R b2 ^— ^tc^o-c, ztibfrmG- 

5£ U-17B) R a2 ^^7K^T'fcSS^r T^bTK* 

s u-i8B) x^§tL^^(Z)*T\ R a2 ^^b7K^-cfc5S^ rmtfrm 

5£(a)- 1 9B)-C^$^6£(7)^T%R a2 S.TjtR b2 ^^7K^£T-fcSS^ro, 
O' -S? (^tK^) . -:7jj--;*7;j— /-;*-*S/g.k R a2 25L^R b2 ^xn 

a2 ^^b7K*^t?fo«?R b2 ^7 i n#si?fc5£?: ro-£Hfc7kiif«m-o' - 

^ (co-2 0B) T-*$tv5^f-C\ R a2 ^^b7K^ST*fc5S^ r^^lf 

^ (o)-2ib) xm£hz>m<D*x\ R* z frmk*m&xh%m* tmtfcm 
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±15* (co-IB) Tbm. U-21B) Tf*$*b5*Rl*5»j-5 T^tK^J tL 

r^fl27k*-*^=^-^^'>Sj turn T^^-*^Ji?=/u 

-2B) 7!?M (co- 2 IB) 7?&$;h/5£fcl^l"C*>3o 

±15* (co-IB) 7!?S (co-2 1B) T?*$tb5KtC*5»7 5 ^fnfj 

Ttt, ±15 f^rniSj fcR*0*^»f fetuS. * (co-IB) 7? 

&T> * (co-2B) 7bm (co — 2 IB) -e*$tu5*t>PlfiS7?fc5. 
±15* (co- 1 OB) (co-16B) 7?«£ft5£fc:*5tt5 

±15 rrv-yu— ^f-^v'Kj. r^k7K^-^-^r^Sj, f^r 
r7">/u— ^/u-7r=-/u-SJ ittH:> r*^7 7-/U-XJ ©tKHIIh^ I'Tv'/v 

/l^T-^K. ft*/W^^/V^^7 7^US> 7;l'7 7^;^^77-/l' 
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fcii^Sttrs /IW) t?^$^5Sd s ^ff fens. 

A u-ic) -e*£*u5££>*T\ R a3 ^t7K^S-cfe5£^ r^ibTk*- 

a; ( o) — 3 c) -e^£ft5S<£>*T\ R s3 ^k7K^£-efc5£lr r#Hb*i§f- 
(co-4c) -e«$ti5*o^-c% R a3 a^fc7kiif£-efe5S£ i"^**- 

* u-5c) xm&tizm<D*x\ R> 3 tfMik*m&xhzmz im&M- 

5£ U-6C) T**£ft5So*-c\ R a3 ^-fb7K^T^5S^ r«7k^- 
5£ (co-7 0 -e&Sft**©*"^ R a3 ^J*fc7ki!f£-c-fc5S£ r^Tk*- 
S (oj-80 -eg^Jisso^ R a3 ^«*S-efc?>^^ r^bTk*- 
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5SU-1 0C)T**$tu5£<7)4 , T%R' 3 < 5.^R b3 dS^t;7K^«T*fe5*^rN, 
N-v 5 (ftflSfc*) -*^W^-7^7r=^iJ, R a3 MR b3 ^fn 

|R-^/W^W/^-^^7t=^3EJ^ R* 3 &tfR b3 tf*— fcKUfeoT. -ttl/fe^ 

A U-11C) -C^tlSS©*"*?, R" 3 ^^7K^S-Cfo5S^ TN-^b 
tK^-^^-tj/^^-Y^-^/^^t^/^SJx R a3 ;^7"ci^g~C*fo<5££: r N 

1 2 c)-e^$tL5S^ c f j T%R a3 ^.u ; R b3 ^^k7k^ST-fc5S^rN, 
N-s? (&flS7k3t) -f^-*/w^>f/v-^/V7 7=^Sj. R a3 &tfR b3 ;^ 

A'SJ, R' 3 ^^b7K^£-efc«9 R b3 tf>^ rnSSSTfcSSS: rN-Etfb**- 

y ;l/-^^7 7=^iJ t^i~5o 

U-13C) T*t§tL5SO^T% R* 3 ^^7K^ST-&5«^ TN-^-fb 

^7Ul-7/l'77 ; &'f^-^^77-Mj t^-f-So 

N — V s (H-fbTK*) -^/V77^^^-^77=^SJ, R-'XtfR* 8 ^"^ 

R a 3 ^mt7^m&X h 9 R b3 ii !A -7D g|g-e fe 6 £ £ r N - & - N -^T 
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^ u-i so xm£tizm<D*px\ R* 3 &mk7kmmxhz>mz rjx-mt 
5£(co- 1 6 c)x%£n%m<D^x\R* 3 Rx?R* 3 tmik*m&xhz>mz{ii, 

N — (pHb7ki!f) /W-^^7 7=^Sj> R a3 &tfR b3 ;o^ 

/USJ> R* 3 fri0HkfcmMXh<9 R k3 ^fogSt*355M TN-^bTK*- 

y-7/l/77-^-^^77^1j t%FtZ> 0 

SU-17C) -r-*£tu5SG9^-C\ R a3 ^^b7K«-efc5£?r r^b*^ 
-^^-^A^;*- — — /i/-7;U7 7-;i'iJ, R* 3 ^fnIST'ib5S§: 

S(»-18C) R a3 ^^k7K^S-efc5S?r I^HbTk* 

5£(o>- l 9 c)-e^^n6So^T\R a3 R0R b3 ^{fc;7k*£T*fc^X^ro, 

O' -*? (mt7km -7*-X7*— S-X/Uyy-jum, R a3 RVR* 3 fc 
-^xniigT-&5££ TO, O' -5? (^xn^) -7a— 77 J -7)V7 
7=-^mi, R a3 ^^b7kmS-Cfe«9 R b3 ^fDllT'fe5ll: TO-^tK 
Hf-O' -NfDi-7t-^7t-y-x;W77=/Hj t^-TSo 

5t (o)-2oc) •eassfts*©*-?, R a3 ^{b7K^£T*fe5S^ r^^k** 

-7/i'7t-^-^^77=^Ij, R' 3 ^7nIIffc51l: Krn| 
-X;V7t-=/l'-^^77=^ij tfolTZ) 0 
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5£ U-21C) T'^$tl5S<D*-C% R* 3 &mik7kmMX*hZ>m*: r^tTK^ 

±ia^ (co -ic) fts (<b-2ic) -c*$tu5»j:*5»t5 r^ft;*3tfj tt 
-cwu ±ts r^«*sj fcp*©***rfe>n5. * («-ic) x- 

-^-^ ; uy T —ji>& ; 77/^^-*/i'*-/i'-^^77^l : ^M^^M. 

J£iT> 3£ (o>-2C) 755 (o)-2 1C) -C^$tL5St>^-Cfe5 0 
±fB5£ (o-lC) Tbm. (a)-21C) -C*$*b5£lii*3tt5 ^rnU it 
±IB r-xn^Sj t»S^^f feftS, fllxtf, * U-1C) t? 
*£;Jx-5 r^-^nii-^ykT}?— /u-^/v-^t— z^-SJ i: UTfi, #<Jx.f:£, 

i£ ( ffl -2C) 755 (co - 2 1 C) X'^^tbSSt^T'feSo 

±1B5* u-ioo Tin U-16C) -e*$tL5a£ic*3(t5 rn^T^yj 
turn ±ia mvtrz/m km&tom&mtfbti&o 
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rN-^MfcTkH-x^ ySj turn rr^/Sj o 1 ootK^JI^^ 

/U-ir^A— 7*5: y N- n T>V*cjV- T ^ J 

S> N-v^ nT/W^-T7l'= 3 r/^-T^ y£. N~T <J -AT 5; y N-T 

y, sec-yf^T^A tert-yf^7U, n-^yW;/, 

y^yw^y, (2-y ^ao^/v) 7-;y, (l-y^vy/^A) T^y, 
^yw^y, (1, 2-^^^ tf/u) r^y. d -a^vy/o t° 
a) T^y^ n-^v-^r^y, u -y ^A-^y^A) t^/> (3-y^A 
-<y^A) 7-;y, (2-y^A^y-jvv) 7^;y, (l-y^vw^y^A) t^ 
y,(3, 3-^yf/i'y^)7^y,(2 ) 2—yy ^-at^a) t^ y, d, 
i— yy^A^A) r^y.d, 2-v**5-}vzf^M r^y, d, 3-v 5 

y^A^A) 7?/, (2, 3-^y^V^^V) 75A (2-^A:/^A) 
TK/. (l-xf^f/V) T5;y. (l-xf/U-l-yf^T'ntVV) T^ 

y, n-^yw^y, n-t^w^;, n-y=AT^y, n-f^ 
75y, n-!)yry^7U, n - Kr^7 s; J , n-Mfw^y, 
n _ f ^^7^7, n-^y^fw^ y^oc^c^^iiii^Xtt 

#&§0t£<7)N - TA*A— T ^ y ^ fi% a 

rN-TA^-A-T? /Sj £L-cte, 0!lx.te\ tf~AT$:y, (^-1- 

^y- 1 -^r a) r^y, tu-at:- y, y-/o^aAT$y % (:/y- l- 

rcV-l— ' f/U) 7^y, 2-ay- 1 — f/v) T5;y, (^^-3 -x 

y-l-^A) 7^y, (2-yf;V^n^-2-x>-l-y/l') 7^y, (1 
-^f^7n^-2-xy-l-/f/V>) T^y, 1 -ay- 1 --TA) 

7^y, (^-2-xy-l-/f;l/) T^y. Ky*- 3 -ay- 1 -> fA) 
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1-4^) 75/, (3-^^/^^-3-3:^-1 -> f/k) 75/, (^T~ 
1 -my-- 1 -4)^) 75/, (^f-- 2-^>— l--f M 75/, (^If 
- 3 -^y- 1 -^A-) 75/, (^df-if- 4 -xy- l --T/u) 75/, (^=¥ 
i?-- 5 -3.y- f AO 7 5 /, (4 3 1 ->f/l/) 7 

5/, (4-/^^^^-3-3:^-1 75/, (^Zf^-l-^y- 

75/, (^^^-6-3i^- 1 75/, W"**- 1 

-1— T/W 75/, W"* 7 -xy- 1 75/, (/^-l-3^ 

-1— (/l>) 7 5/, (/T— 8-3:^- 1 75/, (f**- 1 -my- 

1 — 75 /, "(7**- 9 -3iy- 1 --f/V) 75/, ([)yf^- 1 -3>- 
-1 — r/V) 7 5/, (^/f^-lO-iV-l-'f^) 75/, (Kf*-1 
-my- l --f/l/) 75/, (Kf^-ll-xy-l-'l'/V) 75/, (MJ-t^ 

^-i-iy-i->{^) 75/, (hyf*-i2-xy-i-^;v) 75/, 

(7 h7f*- 1 1 -W/w) 75/, (f h7f*-l 3-^^-1-4 

)V) 7 5/, i^V*?*- 1 -3iy-l — f/U) 7 5/, (^7^-14- 
3. y- l yV) 75/f©C 2 ~C 15 (^E^X^^^^N - 7/K7-3-/1- 
-7 5/Sri^f £>ft5«, 

rN-7/^3i/UT7 5/Sj iUli, mx.it, m^3.^75/, (:/*/■?- l 
-^y-l-'fAO 75/, (7*n^-2- f y-l—r/V-) 75/, C7**-l 
f/U) 75/, (y^-3— ry- 1-> f*0 75/, (l-j^/v 
7"p/n°- 2— T y- 1 -W/W) 75/, (^yf-i-jy-i-J/i') 7 5/, 
(^^^ -4-^fy-l-'f;v)75A (^-tf— i-^y-i-^;V)75A 
(^^^-_5 -^y- i 7 5/, (^T^-l — fy-l-'f/K 
^-6—0—1-^^) 75/, (^^-1-^y-l-T/V) 75/, 
i? $-1 75/, (/t-l-'fy-l-'f^) 75/, (/ 

T— 8-^fy-l-> f^) 75/, (7*-iWy-i — fA-O 75/, 
-9->fy-l-' f/w) 75/, (*yx#- 1 — f y- 1 — <M 75/, (? 
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-10->{y-l-^^7?A( # - 1 — T 1 —f/V) 7;7, 
( * - 1 1 — T> — 1 — T/i^) 7^7, (My^-l-^>-i — f^) 7 
5/, ( hVrZ-l 2— f^-l-^/u) 75/, (rfyr^-l-^fy-i 
--f/i/> 75/, (x hy-r#- 1 3 ->r V- l -4^) 75/, (x:>^^_ 
1 -J is- 1 ->f /w) 7 5 / , {^frfX- 1 4 --TV- 1 — f/u) 7 5 /fls© 

rN—>* a 7/MM--7 5 /Sj itttts 0S*.fc£x ^n/n fc'A-7 5 /, 
^o7f;>7^y v ^DXyf^j^y, S/^n^j/^U, v-^n^ 
-f^f-jVT X / % ->^nt^^l/7?/f©C 3 ~C 8 ©N-:/^D7;^-7^ 

/S#Wfc*b5„ 

rN->^D7;^-7M/v-75 /Sj itmiitf, (->^ynf 
/V/fvU) 7 5/, 7^7, (2-i/^7B^ 

^5=-/^) 75/, \Z-*/#u-?uid;Vzfu\fJ\') 7 5/, 
y^/V) 75/, (5 n7n fcVP^O-^w) 7 5/, 

^^i//u) 7 5/, (^^o7f/Mf;!/) 75/, v^f-As^T-fr) 7- 
5/, (SfjrwfT-frtT-A') 75/, u^O^vM 75/, (v^ n 

75/, 75/, (3-i/?v^ 

*r*/)V?n\Z)V) 7 5/, ( 4 - n *>/K/=?VU) 7 5/, (isfu^zf 1 ?- 
/V/^vV) 7 5/, (S^n^^vi^^vu) 7 5/, (6 - */# u*? ?vw^ 

TN-7y-/U7 5/Sj iUtt, itii, 7x^7 5/, 1-^7^7 
5/, 2-t7f^7§y, 7>-M/W7 5/, 7xtyhy;W75/, 71?^- 
7fl/x;V7 5 /^<£C 6 ~C 14 <7>N-^/ -7!> — /V7 5/£dS^lf b*b5, 

rN-77/^dr/V-7 5/Sj tLTIi, 0fl£tf, ^Ovvl-7 5/, (l-t7f 
/MfVl') 75/, (2— *-75vl^5v^) 75/, (77h7tx;MfyU) 7 
5/, -(7styhu=;^^) 75/, (7-t^7^I/-^/^) 75/, 
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(i?7s=^f^) 7^/^ (1-7**771') 7;/, (2-71^) T 
5 7, (1- (1— r^TvU) a^AO 757, (1- (2-t7f/^) 
757, (2- (1— *-77vl") x-f-fr) 757> (2- (2— J" 7771') a:77l/) 
757, (3-7*^7*0^) 75 7, (3- (1— J-77A") 7*n tf/u) 7 
57, (3- (2— 7-7^/W). 7n feT/U) 75 7, ( 4 - 7*=/l'7 r 7/V) 7 5 7, 

(4- (l-t7f^) 75 7, (4- (2—?" 7 7/1") 7f;V) 75 7, 

{S-y^jV^^-jV) 7 5 7, (5 - (1— J-77/V) ^7f^) 75 7, (5 
- (2-t7f^) ^sf-As) 7 5 7, (6-7*=^^) 75 7, (6- 

(l-i-yf-M ^vM') 7 5 7, (6- (2— J-7 7A0 ^i/^) 7 5 7^ 
©C 7 ~C 16 ©N-77/^-75 7£#ag»f ^4x^ 0 

TN, N-v 7 (&fl5zK*) -7 5 7SJ iim T757& ©2oO**If 

r^b7k*Sj -C«fc4*tfc**s*rf £>*K tfli^W:, N, N-77W5 7, 
N, N — v ? ^^ u /l'7 5 7, N-xf;l/-N-7W57, N, N — -7— n -7 
n tf/V7 5 7, N, N-v^ 77n MjVT 5 7 , N-7 y -A-N-;* 7/^7 5 7 , 
N- (7n/-?-2-7 7-l — f/U) -N-^fW7 5 7, N, N-'7v^ci^ 
3r:7A'75 7, N-^n^-/;V-N-7f/l'75 7, N— p^^/WT. 
f;l/7 5 7-N-^W5 7, N, N-^7i^75 7, N-^f^-N- 
7x=^75 7, N, N-^7^75 7, N-^-7^-N-^W5 7 

^SJ "TMUfeSftfcSa^tf fetu #<lx.k£, (3-t'ny-7-;U) 75 7, (4- 
fcv<y^-/i7) 75 7, (2-f F7tFatf7^) 75 7, ( 3 — 4 7K'J- 
*) 757, (4 n-r=/l/) 757, (3-7^=A-) 757, (3-tfy^/V) 

757, (3 v*) 757, (5— r^Ky/i^) t * ;m<Dm&mfbtiz>o 

09x.fi* N~77^-N- 757, N— (4-^n^=/^) 
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N- ( 3 - JJ v^W) TSA N-^^/U-N- 7^/^(7)^ 
jWtf fetus. 

^7t-7^;S, 7t^7t-/75;i, SXTFIEiS: 
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* (oi-2D) R" 4 #0Hbk*S;e*>SStr r&ftaK*- 
5£ U-3D) -e^$ti5Sw*T% R a4 i»KiXtfc5ll: T^bTK^- 
^ U-4D) T?«*n5*©t»T?, R* 4 &m4k7kmmx~1bZMlt rjWtofc*- 

U-5D) -e«$H5X©>fT% R a4 ^-fb7KmST ; fc5£^ TObTK*- 

^ U-6D) -e*£ti5Xtf>*-c% R 44 ^^7K^s-e$)SS^ r^tTKp- 

5S U-7D) T^£*i,5SO*-C\ R a4 a^bfcmS-efc5S£ TObTK^- 
^-df.'>-^^/uxK=yU-r$/Sj, R a4 ^-v7 1 n^£-efo5)S$r ^fni 

5£ U-8D) x*mtsiiZ>m<D*Px\ R* 4 &mk*mmxhZ>m* r$foic*- 
x/i/7 7^-fi-*;^;w-7 5/Sj v R' 4 ^7nfSt*fc5M ^ 

* U-9D) ■C*3*l*S©+"TN R a4 2>^k7kmST'fc5S^ fN-tfMbJc 
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TN, N-^ xn^) -jifr/^J ;V-T^ R a4 riS#Hb7K 

1"*. 

30 (o>-l ID) fi^5l©tt\ R a4 tf^t*|tST*fcSS£ tN-mt 

2D)X-*$ti5S^^T%R a4 5.t;R b4 d^k7k*S-T?fo5S$:rN, 
N-v? (mtTkm) -^7t**s<^4si>-T^;mi, R s4 MR k4 ^fnI 
XT-&5X£ TN, N-S^ (-xn^) -f ^/W^;v-7?;Sj, R a4 
^-f^TK^S-efc «9 R b4 ^fnilt'fc5M rN-^k7K^-N— 

-ft*;w^^-7^ySj, R a4 ^R b4 ^-^lc^oT, tfhhi^^ 
^ U-13D) x-gtztizmntx^ R a4 ^^b7K*S-efc5S^ tn-^b 

5^(0,-1 4 D) X'mt$tL%m<DcpX\ R^RXfR^tfmtTkMmxhZ&Z ti? 

(^bTK^) ^77^^-7^71], R a4 S.(^R b4 30^xnmS-Cfe5S 
£ TN, N-S? xn^) ^^j^^-T^/ij, R a4 ^{b7K^£T* 
£>9 R b4 ^xn^-C$>5££ rN-j^bTkJif-N-^-r oi-^/V7 7^ 
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a: u-i5D) f*$H5S©^T% R a4 «^7K*S-e$>s^ rN-&fls 

^ (o)-i7D) T-*$tL-5S<D^ T% R a4 ^fc7kfSE-efc5X£ tmkfcm 
5$; (o)-i8D) -c**$tL^S©*T\ R s4 ^^b7k^T*fc?)^^ r^bTK^ 

-^i/-^/V7>f=;v-7 5 /Sj, R a4 ^^xo^SX*fc?)S^ T^xnit 

5£(cu- 1 9D)T'*$tL5£<D't'-C%R a4 ^.U ; R o4 ^^b7K*ST*fc^Slrro > 
O' -i? (fei&km -7*-*7*-J -T$/&}. R a4 &tfR b4 ^xn 

ro, o' xn^) -7t-x7t-y-7^;ij, r 

a4 ^^7R^a-efc!3 R b4 ^fPiiX'fc5M ro-£Ht7k|!-0' -^7 

Dl-7^-^7t-/-7^/Sj h%FtZ>* 

5£ (co-2 0D) -C*£tL3S£> c f'T\ R a4 ^^7Km£T*fc5S?r r^ttSt 
-x;>7±-=^-7 5;$J, R a4 #— xnlSS-CfcSS^ ^fnf-^/i' 

5£ U-21D) T-^^tL^X^^T'. R a4 ^^7k^ST-fc5S^ r^feRSt 
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±1S5£ (4,-lD) ISM (a- 2 ID) X*m£tiZ>&\Z.i$l-fZ) f th 
Tl±, ±12 r^b7K»*J il^l«©S*s^lf fctiSo Mtfl ^ (co-ID) T* 

)\s-T>v$r)v-tuvi&=-)v-T k j % / 

m ; 7y-yi/*/^/i'-7 5;S ; 77^-*/^-7 5: y S ; 3&fi§ 

;S ; X7^^^^7K^-*7V3K-/V-T5y»^^ f f ^tb5o J^T, 5£ (co 

-2D) 75s U-21D) xmzthzm-bmmxhZo 

±IS5£ (co- ID) U-2 1D) X*tfi£]nZ>mz.i$tfz> k/nfj b 

xt±, ±12 r—xcr^sj isi«©aas*if b*i5 0 fll*.**, (co-id) 

s N ^^^#^xD^-^7^=7v-T?y*, m^m^^m^T 
vm-*^~^-T^;mm\f bfrz> 0 j^t. ^ (co-2D) 75s u-2 
id) x^ti^m-hmmxh^o 

±i25£ (cd-iod) Tbm ((D-16D) rn^r^yj 
(Tv^) -r^ysj £ b-ctt, rr^ y^j <D2o<Dfrmm*tK ±IE rg 

M -7^/S, &-*"7*—A'%A') -T^yS> 5? (*7V^^-f7V) — T 
^/S, (f^/W^'f^) -7^1, ^(^7 7*^^) -7571, 
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2 



-N-/-C— C— O— R a5 ^ 



H 2 ( - 3E) ' Ti i 1 ( "" 4E) 



2 



,as\ N4-C— R a5 



*1 ), ( "- E)> u J, U_,E> - 



1 



,a5> 



— N-f-C-O-R 35 ^ f „_ 7R , N (H ) U-8E). 



(o>-7E) , 

S /2 



u / p w R as\ N-fC — N— R \ 

-NfC-N R ^ (a) _ 9E)j Til I.. I (o,-l OE), 



,aS' 



O H 



2 



,6 R bS 1 2 



- N rrl «-»•>■ inn, — 

_ N |1-N-R as ] U-13E), — Nfs-N-R^l U-14E). 
Vb H / 2 ^° RM ' 2 



-N-/-S— O— R aS> 



N-j-S— O— R 85 ] (o,-l 7 E), " ( jj " J ((U-18E), 



r 0 _ R as\ /O 



- N -f-t=0 (.-19E). — NH-^ U-2 0E), 

V 6-R b5 / 2 \° /2 



in 



(<o-2 1 E) 

2 
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^ U-2E) T-^$n^£-c% R iS ^<b7k*ST'fo^S^ rt^ (mtTkm 

-X^i/-*^ ~/l0 -T^/Sj, R l5 ^fniit^5M rtf* 

-^i/-#/I^=/l'-;&/W**=/lO ~T5:/K.k R aS #^-rtn^S"Cfc5£ 
5SU-5E) Xmt5tlZ>MX\ R" 5 «fczk3?lXT'fc5X£ I"tf* (^-ffczkH 

^ (co-6E) xmisthZ>&x\ R'SfcpUbfrm&X'hzmz rt** (^HbTklt 
^ (co-7E) -e^$^5Sx% R'Sfrmtfcm&xhzm* rtr* (#Hfc7km 
^( ffl -8E) xmztiz>mx\ R' 5 fc%nk*.mmxhz>g:$: rir* (^** 
5* u-9E) xmznz>mx\ R* 5 &mk*mmxhz>&z (n-^ 
^ (co-i oe) xmi$tiz>mx\ R a5 RTfR hS &mbfcmmx*hz>m$: 
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[N, N-^ (mtfcm) 4*1 -7-;/Sj, R a5 £tfR b5 2^x 

oiStfcSSI: rtf^ [N, N- v' (^xpSI) -^w^^u] - T^/Xj, 
R aS ^fczklfST-fc>9 R l5 ^rDiST*fc5il Ttf^ (N-^bTK^-N 

^ (co-i ie) x*m£ti%mx\ R'Sfrm&mmxhzm* rtr* (n-m 

5£ (<b-1 2E) -C*$tb5£X% R aS ^R bS ^^b7R^S-C-fe6£?: rt** 
[N, N-v? (^bTK^) -^^/W^^/U] -T:- /Sk R aS S:U ; R b5 ^ 

^pltS-c-fo-s*^ ft** [n, n-v 7 xp^) -^^/w^^e-i'/v] - 

7 R a5 ^^7k^-Cfe«9R b5 ^^n^£-efc5S?r Tfc^ (N- 

^-fbTK^-N-^-rp^-f-^^^e^/w) -t^/Sj, R a5 &tfR b5 3 5 — 

^ u-i 3E) xmt5thz>mx\ R* 5 &mtfcm%xhzmz rt** (n-^ 
\\Lim-^^yr^^^) -t^/Sj, R^^^xpMT-fe^s^ rtr* (n 

5£ (00- 1 4E) T-3££tb5ST\ R a5 &tfR b5 ^fc7klt£T-fc5X£ l"fc** 
[N, (^-ft7Km) -^/l/7 7^^] -T^/SJ, R aS &tfR b5 /$^ 

7oiSX'fc5SI: Tlf^ [N, N-t? xpS) -^7 7^^] -7^ 

^ u-i 5E) x-mztizmx\ R* 5 tmikfcmmxhz>&* rif* (n-^ 
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(N-^r nflt— */K7-f "7-*^ AO b%FfZ> a 

5£ u-i 6E) x-m£fiz>&x\ R aS s.utR bs ^^b7KiSS-efe5S^ r^* 

[N, N-v 5 (^HbTKlff) -^^^n-f/i/] -X^/S.U R a WR b5 ^ 
^xcr^-C*£>5S£ Tbf^ [N, N-v> Knl) - 

t^/Sj. R a5 ^{b7Kms-efe«9R b5 ^^n^s-efe5£^ rtf* (n- 

S; (co-1 7E) t«Sft5S-e, R' 6 dS^k7K**T?fc5KSr r t** (»* 

5£ (co-1 8 E) R aS a^te7km»T-&5«£: rtr*. (Jfcfc* 

5£ (co-1 9E) T**£tL3«T% R a5 5Lt^R b 5 /i^kTK^X-C* Tf^ 
[O, O' (£*«*) -TS/£j. R a5 S.O ? R bS 

^foSStfeSS^: rtf^ [O, O' -v 5 (^xa^) -7*— y] 
-T5:ySj, R a5 ^^b7K^S-Cfc«? R l5 ^fnlSfifc5l5: l"tf* (O 

5£ U-2 0E) T?*$ttSS-e. R a5 ri^t7k^ST*fc5S£ rtf* 

-A-) /Xjv R" 5 ^rnilX'fc5M re* (^ 

5ft U-21E) X?^£ft<5ST\ R aS ^^b7K^X-CfoSSS: re* (j^b* 

R' 5 ^fniSX*fc5M re* 

±1E5£ (co-IE) (co- 2 IE) -eSE£ti££i-fctt5 T^tK^J fcb 
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Ttt, ±15 rft-fc*3(lSj fcR*©a^*»f 5>*t5. 0!lx.tf. 5£ (co-IE) T* 

T /is* yiS^-si'-Jj -7?y£ tr* (i/^7;^^-7M/v. 
-^tf^/v) -r%;m^<D\f* (mmmSttt;*.*-**'*-*) - 7571; 

-T^/S^lf htlZo £*T, * (co-2E) ftM ((o—2 IE) 

(co-IE) (co-2 1E) -C^$3x5S^*5tt5 ^fnfj fcb 

-c«\ ±IE r^^-p^sj btts. 0»J£»^ * (co-ie) t? 

(#lS--fP7y-;^^^) -T^/S, t"* (M#i^To7y 

tb^o kt, * U-2E) eh (co-2 ie) •?mtsti6mi>m&-?hZo 

±|S5£ (co-lOE) U-16E) X'mtStlZ&^&tfZ rgHfcTS/J 

±ia rr^-r^/*j re? (rs^) -ts/JEj Srftfttt:, 
«t^/sj t^-ra, ±is rN-Att^**-T5y*j, tn, n— ^ 

^T. ±IE~^ (I) T?«£*b5*b**fcov^*tt»fcR8*S. 
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^ifc£2B, 1, vO-?-}/ is (DW^Wt* 1, 4-7xrl/yo 

±15 r±WW2*^L5ffc5l8ij te, TIE r2«i¥c-u i 

vm$i&tiz>mimx' : f&i&&tiz>j)\ $>5v^ N tie r2-fMiK-2j 

[2ffiSlf C -1] T1S:£ : 

C=C — C=C ?= N N=N + — 

I I I N=N | 

H H H O' 

C2«pc -2] Tia^;: 



-s- 

II 

o 



O H 

\\ I 

-S C- 

Jl I 

O H 



-C C C C=C 

II II II II — c=c- 

O S N— H H H 



C=N N N=N + — 

| | N=N | 

H H O* 

±15 r^lloj^^^ 2 L 5 X-hZmmmi t LTIi, Mlcfi, Tf5^ 
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H H H H H 

-C-N — i i » it 

ii i — C-N-C — — C-N-C-C— —C-C-C — 

OH* ii i i n i i < ii i i 

O H H OHHH » OHH 

H H O O 

i i n — N-C — »" 

-C-C=C — — C=C— — S-N— V it — N-S- 

H i i n I u o , i ii 

OH • H • OH- n ^ HO 



H H 

-C-N— — C-N-N=C— — C-N-C-C-N— — C=N-N-C — 

ii hi i ii I i it i u u r» 

HH. OH H. O H H O H H HO. 



H 

— N-C-N— — C-N-N-C— _ r _M_ N _r_ — C-O- 

i ii i u i i u „ . . V » 

H O H ' O H H O , OHHH> ° 



H 



fl A . A" H O . I 



-c 

II 

OHH 



O 

ties; : 

C— N 

II I 
OH 

TIBS;: 
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Br 



-tfSA^IitCjottS rgJfeSSr^-UTV^t t LTIi, **g& 

±lBA©j£ftH*5itS % rgmS<HrLTV>Tt> J^Tv^g (fcfcU *gg&© 
TirfvwS&img&OT^ y n^/v££|&<)j LTHu frjifctt, TI2 Tg 

g^^WU-cv>-ct>J;v^yw^^/^-Cfc5o 

Ltv^fciv^f aS-*;^=;^ gmS-SrWLTV^tj iv^ft;**-- 
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T h £ V /w^-f /US 

x\<^xh ^-^)X*h&m&,l$M-teS;<nM:fc®\ t LX\t, . 

TIB rfl&3£l¥ 8 - 1 a J t*i-Sas#»f ?>^5o 

^ y^n^/^A-S [(try ^-4-^ AO 0 v^- l - 

/^;^^;H)> (4-^fvutf-<7^>'- l — r/W [4- 

•JS^-l-'f /»") #A-#=A-S 

■CV^Tfeiv^^n^-^/w^/vSj -C*>54§£\ r5^V>L6 

- ; ^ x (^-/vy*- y ^-4->f AO #A^-A^ (4 -^A-K^^- 
tuvifs~)V^ [4- (xh^f^;^=/v) e-<y 1— fA-3 

^/V/j^A'g, (4-*/U^>^t°^<y v^V- 1 ->fA0 ^/l/t^^lt-fc^ t 

fc&Xlctt* y ^-4-^aO ^^^^Htfe^. 
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mmm 5 - 2 a j tc^-r^w ^tis 0 

^/w) #/w^^f/i^ N- (1— h^^/UJ^^v^^^) 

- h^v'^/l-^n/U- 2- (t e r t -y h^r^/UJJ?=/W) aL^vU] 
T^/W^-Ol^ N— ({N- [1- (t e r t —-f h^rv^WiK— /U) -2-7 
3i = y^f-/W] #/W^-f/U} tf-jU) /I'M, N— {[N- 
2tf3r$/- 2.-7i-/VxfyU) ^/W^^e^/w] %A"**es(;um^ N- ({N 

- [1, 2-i? (t e r t h 3r S^/V^— 7^) =c?7l'] 

/U) #/W^>f N- {[N- (1, 2 -i?*A'tf*f jJA"<*>(A'] 
U-M */W^^;H, N— ({N- [1, (t e r t -^h^tf/M? 

=A0 ^<yf;l/] ^ *5~As) fuv/^y( j^M. N- [(4 — ^fvW* 

/P7 7=;l') :7:c=/l/] N, N-^^f/V'*;M : t'f/l'i, N, 

N-t*X [(at h^V*/U7j?^/U) yfr/W^-f/Vg, N, N-fcf* 

X^X% £V^/W^-f XhZ>Wr&, 3CKl#jifcf±, TN, N - v'glfcfr /l" 
^-fyugj -C$>9, 4&K:JEfc#Snctt, N, N-v^fvi^/w^^f/i^ N, 
N-^^vi/^yW^^'/l'X, N-p< fA'-N-?!^*^^/!/!, N, 

±&A<Dfem\z.&lfZ, riaifeSSr^^b-CV^Tt>«J:v^T^//^SJ # rg^S^b 
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x^xiy^^mit^m-^7^^m}xh^m^^m^m<D^m^tLx\t, 

TIB rg^£p6-3aj iCTFl-mmif htlZo 
CSmSI$5-3a] t'^ujfrm [(2, 2-i?t^/U) /qtft-;H), 

;VT±f;V^, (3, 4-7 ^l/^v^^iX^ T±^J^m. 7 h^ri/T± 

f/PS, T"fe h^rv^-fcr^/i^ (4-^on7i;^«». 
T-fer^/WS. (2, 3-^^nn7x/^» 2 -7x/ drv'T'n tT 

2- (4-^nn7x;^» ^77*^ y/H, (t er t-7*f^> 
#yV7j^u) 7ir^vu^ 3- (^^iM^^v^^-AO 7d tr^"=/u3i. 
3- (^y^/*/^*-;i') 7°oft=;H, (TtW^y) T-fe^v*. 
[(^V^/l^^tf/M^/V) 7^ 7] 7tf/l/S, [( t e r. t --/Y**/fjjV 
7 5 7] TtfA-S, 7^/7tf/H, 2- [(t e r t-7"b^^ 

757] ^y^i/y/us. 2-7 5>>fy^ni^ 2- [(t e r 

t-^h'frS'tf/M?— AO 75 7] -4-7 fyw^j) 2-757-4- 
^f^HJ;l/$, 2-[(tert -T'h^i'*^/!/) 75 7] - 3 
=/K/n hT^/l^ 2—757—3 -7x^7nt't^I, 2 - [( t e r 
t-7*\>* ; !/j3;VlS—;V) 7 5 7] - 3- (ter t Y *i/%Jl'tf-jU) 7° 
olft=;H, 2- C(t e r t -7*h^v';*7/M?=/l') 75/]-4-(ter 
t-7h y /US, 2-757-4 -7J/W*>^^y /V-S> 

2, 6 -If* [(tert-Zb^r^M'^) 75 7] ^*t7>f/H, 2, 
6-S?757^t7^M, 2 - { 2 - [( t e r t -~f V 7 
57] -3-7x=;v7nft=;k} 75 7-4-7f/W^!l;l/S, 2- (2 
-7 5 7 - 3-7^ =/W7° n fc°^-=/U) 7 5 7-4-7 ^/W^ U y /WS, 2 - { 2 , 
3-t'7 [(ter t-Zh^v'*;^) 7 5 7] 7*n^;H 75 7-4 
-^f;W^!)/H, 2- (2-75 7-3-7J/^^v'7 P nt 0 ^/V) 75 7 

2-{2, 6-^[(tert -7h^-7*/H^) 
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r^y] ^•fSJAs} t ^ y — 4 — ^ 'f-si's* u y ;vi£, 2- (2, 6-^75 
j^^j^)v) T^y-4-^j^<^]}^m, 2- (2-t$ y - 

;W!l/!J/V) 7^-3-7x^Dt't=^ 2- (2-75 /-3-# 

ilEAo^^&tts ^tt^^^■uTv^■rtJiv^T^;^SJ ft rft^^^rt 

TVMTtiV^-fbTK^-^-^r^-^^^^^Sj MftK^WJ 
i: Ltli, * Y*y%fryS~^ft^~fh%hZ>o 

±IBA(7)^^*5f-t?) m^^^X^X-hX^T^vmi ft r^S^L 
u\?/V7.;vy *—~;V^ RX$v - /V^V^fr? [ h i/A'g;'] ft 

muftis* 
-mftmf bhz>o 
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!£#L-CV>5SJ X-hZM-k, RXf TN, N-^tt^^/w^^yugj XhZ>m 

<JV) jj/^tf—Jls^ (4 -*^7l'tf'<9 5?>'- 1 ->f/U) #/V3l?=/V 

(4-xh^fi'tXiJi/y-i-^;i,) ^yU/H— /l^S, (4 
y^V-l--f/V') #/l'7K=/l'S, N, N-i?y fvl^/W^-f/l^ N, N- 
i?xf ^/W^^f^I, N-> f /l'-N-7x=;^^ ; e^vS > N, N- 

]) y-4 — <jv) */nK=^3£Srfsrf 5r.ids-e# 5 0 

r«&£j ium ±12 rjtjfessr^rbTv>-ct>J:vNj © rftmsj t» 

rc 1 ~C,©7^^Sj i Ltli, 0y*.rf. jt^/K «?7K n-^ntVK 
^y^ntT/K n-l/TvK W y^^vK s e c-7*5vK t e r t-^^vK 
n-^fvK ^y^yfvw 2-y5vvy*?vK l-^^y'^/K 
5vK 1, l -xf ^/o t°/K n-^rvvK 4-y 

?vw<y5vK 3 -y fvv^yfvK 2 -y 5vi^y5vK 1 -y ^/w^fvK 
3, 3--yy-?vvy5vK 2, 2-^^^y*^/K 1, l-v ? y-5vl'7*fvK 

i, 2-^y f-z^y^/K 1, 3-v?^^y^K 2, 3— s^ttu^/k 
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I4*frWiUttt, TIE rg^^5-4aj {c^-TS^W t>tiz o 

/V) #a^*-/k] ^f^i), [(^7t-!/y*;^=/i') ^ 

[{COe-a^*— y ^-4-^A-) ^A-g], ({[4 

- (m hdr^^/W7j?=/U) tr^y 1 -^T/W] j&A'tf^A'} '*?-A' 

£> {[(4-*M»tXiJi/y-i — f/w) ^-dri/} pifvwg, 

({N, N-t'^ [(a: h*'>*/P4?=/U) #7W^-fA'} ^v-) ^f- 

A-S N {[N, N-tf* (#/U*>v-;><5vV) ^W^-fA-] ^v'} ^^S,. 
2-fc Kn^v-^i^S, = h^^/W^/Vj^^S^/P^^rS/^^/UX, 

(^^A^^v^A/J?-^) ^f;H, 3, 4, 5, 6 hvT± h^rV- 
f f7t Fnt s 7^-2-^;H, N-7 * y A^ ^£ 
±£A©^gStcfc*t5 rglftS*:^rUTV'»Tt>«tV>C 1 ~C 6 ©7 F ^^Sj £.L 

1- (=c b^fXA'tf—A'tti') [(t°-<y *J J * A'OR—A') ;r=^>] 

^A-^ [(^7^-!)/*;^=^) ^-^r-^] ^f^l, ({[4- (aih^i/ 
tfA-aKsA-) fc^y z?y-i-j,i,] % jvi£=.;\,) ^f;H, {[(4-* 

7M?*^l?^y S^-l — <A-) ^A-jJwl/] j-*^} ^f/H, ({N, "N-bT 
^ [(^ h^r^A^^U) ^A/| jtj/W<^yCA-} ^-dr^y) ^ {[N, 

-jRa: (i) T?«$ixS{b^«3^»3i*Afr«i brft, ria 

5£: 
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o 



CI 



CI 




CI 



X-E (5£<K X&tfEte±f3£»<tTOT-fc5) X-^^tLoSOfljl^^ bJCg 

^-x-e OCT. x&t^EttiiE^tttlRHS-efcS) -cat£*i5£<&mte:$e> 
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.hl^ftX-feS) &t*£-X-E (5£*K X^E«±lS^«i:l^»X*fe^) "C*. 

ftStbTtt, &5ifcfi. Tie rg^py-l zj a»e>&&$*u5&-t?fc>K 
'XfcfiPJtKlH:* ^ny^Mt e r t -^/uS C(l, 1 

z] ^n^yJI^ ter t-y» 

^-3-^T/v£] 

±|B^ZO^a»-*3^5 rsfc-o-A OCT, Att±«£*i:rai*-efc5) 

l fi-efc •? > ( I ) fcfcrtS&z Sr^irTIBt^flliSs*; ( I z - 1 ) : 




(I z-1) 



^T125£ (I z -2) : 
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(I z-2) 



S*R'iSSIt5rim5. R 2 tLTfi. MtCfi, TIE rg&g^-y- 
2zJ fribWVlZftZ&Xh'O ^ JEfciMIfcH^ /May^JB-T-Xtft e r t -zf 

[I»y-2 2] ^n^Vjj^ t e r t 2-7x^xf> 
-1 — f/^S. h!J7;vtn^f;i'l > 7^=- /i^g. 3-f-3:= /Wg 

x-e (it*. x^Ett±iE^iP*-efc5) -e&satS&o&fciSbfcg 

^7'/wug, 1, 2, 1, 2, 3-f7^7/ 

-/Hit, i , 2 , 3 - h v ry-/m. tr y e?^*, f y tr y ^ 

£ % 1, 2, 3-hyT^^. 1, 2, 4-hVT*>^&, 1H 

-7"if t°y^, 1, 1, ^y/77>S, 

75 



WO 03/103656 



PCT/JP03/07127 



nsm.* <oy**v-' k S—A&L* 1, 2-'<y , /'fy*w-A^i, 2, i 

-^yy^yt^tv'-^ ^y/fT/^i^ l, 2-^y^yf7/ 

— A*, 2, l--0-^y^T/-/^, 1, 2, 3— <^V~**WTV- 
/UflL 2, 1, 3--<>'y^-^^v ? Ty-/^, 1, 2, 3 — iy/f7^7^ 
-/USL 2, 1, 3-^/f7^7y-/l^, lH-^^/hy7'/-;H v 

2H — ^/Miry-/^ ^r/y^ai. -fy^/yy^ v^/yy^, * 
-7-y*y>-giL ^r/^-f-y 7*7^^ -ry^v^^m. ih-i, 5- 

T-*/^!)y|, T^yv^St y^/^^m, 7x;f7^y|, 7^ 
•7"^^^ 7xfyh^^ 7xtyhn])yi, fry^yf, -f^K 

±te r^<b7K*a irv-^mi tm%k<Dm&mfb 

y^-^m, 1 - t7f 2-t7f/Hf©c 6 ~c 10 © 
7y-/Ht-fc!) v yx.~;umx~hz>o 

£#«^&o ^m^s^Ty-^^-trwE^efi^^Ps^^tLT. 

^ rv'g&^-^Sj x&v, HicMictt, r^g&^-yvsj -e&5 0 
.LlEEo^lifci&tf-s rg&S£;frL-w-ct><J;^Ty-/vSj a* rv?a^7^ 
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[g&S$5-le] 3, 5 -If* (h!J7^n^f^) 7 3, 5 

-^noyi^I, 2-^pp-5- (hU^yw^-a^^) 7i=^S N 
3, [(1, l-S^f-*) ^5vU] :7^/l^ N 2, 5-fcf* (M)7 

/V^-ci^^^) :7;n~/V^ 3-^h^rv--5- ( by 7 JViruJ-zf-jV) 7=.=. 

2-^ ( h V 7;v$-u 7zc=./U^ 2-^nu-4 

- 7x^1, 5- (1, 1 -v^fvW) 7°v\?jv-2 

-7i/^77x-;H, 2- (4-^ fdr->7x/^V) -5- (hV7/Ujr 

_k!EE£>£li^:}ott5 rgmS£#L-C^Tt>J^Ty--/^J ^ r^g^^ 
-y^Sj 7?fe5*§£\ JEl-MlUi, T2, 5-^em7rc^Sj T3, 5 

ilEEW^ftlCjotfS rg&S^L-CV^k i^zy-yt'Sj # T2, 5-i7 
am^^-^Sj T'fc5i^ M^K^^F>l<!r UTfi, TIB rg^£Sl5- 
2 ej iC^-TS^^ff ^tb5o 

[S&Xlf 5-2e] 2-^nn-5-(h!i 7)VOru * ^JV) 7 2 , 

(Mj7/v^n^f;i') 2-^h^^-5- ( b ]) 7 )Visr 

v*=?)V) 7x^1, 2- (4 h^77x7 -5- (hy^yW^n 

iffiEo^tt^&tfs rgg^^uw-ck iv^ry-^Ej ^ r2, s-s? 
W3k7^->vm x~hzm&. mmmiat, r2, s-^am^-^s uau 
it»'>^< i % 1 mi* h y ? ^sumx*h%)} xh <o . 
mat, tib rs^sns-3 ej frt>m$i&tiz&xh*), m-b&maz, 2, 

5-tf* (h!)7^D^f;V) 7x.-/lsmx*hZ> 0 

' 5 - 3e]2-^nn-5-(hy ^^p^^W) 7zc=^;um, 2, 

5- If* (Ml7/Vto^f^) 2-* h*f-5- (YV 7/U* 

n^f-jU) 7x^1, 2- (4-^ h**y7^;**y) -5- (MJ7/Vto 
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4ej (^-fXd 5 ^f £>tl5 0 

[g^SS|5-4e] 3, ( h y 7 /M* n ^fv^) 37^-/1^ 3, 5 

-^^an?!^ 3, 5-tf*[(l, 1 As) y^—jvm, . 

3- * h^rv--5- {Y3y^u^^-;V) 7x- yu£ 
JblE rg^fc^u-C^-CbJ^ry^Sj # T3, S-^g&^^i^J 

x-fo-sm-a-. h^m^*, r3, 5-^7x=/n ({il, f£e&s<E>4>ft 

mSl¥5-5eJ ^iI#l$tL5»-e£>!9 % ft t>03SK:te, 3, 5 -If* (hV 
[g^SI¥5-5e] 3, (hy7^tn^f/V) 3-p< 

±£E <B £8 £1*3 1*5 rg^K^LTV^txtV^xnry-^Sj <z> rg^ 
Tt>«tV\ 

±iaE(D^«^fc^5 rg^^LTVNTtiv^^nry-^Sj a* rg& 
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m^Lx^x^x^f-ryv^mi x-hzm&. m^mz^v 

T?fctK ft t> 4-[(l, l-v^3vu) 
-5- [(2, 2-v^^vV) T'nf^-n/H fT^—fr- 2 
£AT> ±B-jRSC (I-D T-^$tb5-fb^^o^TA^{iiltePJi-^ 0 
±IfiA 1 (D^}c4o^5^ rgftg^u-ci^-Cfc.fcvvrS'/i'S (7c7cU &fim 

ortf^Moil^T^ y n^r/i/SSrKf<)j © rgm^j <b ltwu ±13 

JblBA'O^iSKifcttS rg&£££-L-CV^t>J:V>Ti'/i'£j i: LTtt, &tt 
.LlEA^J&BfcifcttS, rg&S^LT^TfcJ^TWVg (fcfcU &g& 

tfg&K£^LTv^t>£^#/w^^/wg-efc.s 0 
cam^o) 1 ] tM^tttvxt)j;v^w-*;i'^i'i, g&S£ 
It tt^-r t i v^r of-*M-/n, m^m^Lx^x-h^mtT^m 
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SfMV-R—Jl'M* (4-^f/l't , '<7^>'-l-^^) tf/l'tf^/Vg, [4- 

y *Jis- 1 -wW) *7W^=-/V'S 

6 nf-* /V7j?-^£-e fcot, r n ft tm^f Z> W=f- (M. 

1 — f/u) [4- (3i n'-<V W- 1 -4>V\ 

#/wjj?=/i'£, (4 -TJA^^fc^y 2^— 1 -W/v) *^=^S"C*) 0 . S 
t&lttt, (^/W7^—y ^-4-^/1^) jfr/Vaff^vST?*)*. 

JiiaA^^tt^&tts rg&s^L-cv^-C'b.t^Tv/i^] # rg&£&;pr 
rg&g$M 1 -2 a j fetus, 
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N- h*S'#A'#=/M?7l') *^*>f^S, N- 

N- [1-7* h^S/*/W#=A'-2- (t e r t —-f Y **ytuVi£-)V) ^jV\ 
#/W<^/Vg N N- ({N — [1- (t er t-yh^^s/U) -2-7. 
^-/Vrc^/V] #/W^^} ^fvV) #/W^-f/l^ N— {[N- (l-#/V. 

tJ?^->- 2-7x=;nf;i/) *^/^^^S^ N— ({N 

- [1, 2-V (t e r t-yh^*/!'^) ?• 
/U) ^/W^-Y/l^ N- {[N— (1, 2--^^#>v'^^) #/W^e>f/K| 
>^/W tf/W^^/Ug, N- ({N- [1, 5-S? (t e r t-/F^/l'l 

7=c=/i/J *;w^/f;Hi % N, N— 5?* f N, 
N-i/xf;l/^;W^^/WS, N-;* ^/V-N-^^^/l^/W^^f /Vg, N, 
N-fcf* [(iF^^^^) ^/v] yfr/W^-f /i^ N, N-tr* 

N, N-i^^A^/W^^A^ N - ^ f ^- N - 7 1 /I'/^-l' 

N, N-fcr* [(m hdr^^^TK-/^) ^fvv] ^/^^e-Ty^ RXFN, N-tf 
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Tie m&MMs'-s a] iz^i-mtmtf 

[IW^-Sa] fc°^D^/U£ C(2, 7°n fc°^--/u^] > 

^Ixyyi/^ x^Z-T^S, -OvV/Ug, 2 -T-fe h^v^o-y-r^g, 
-/i^-fe^vi^ (3, 4-^7 c ^ym-/7i-/l') :r-£5vi^ y h^>7 

v-) T±^/^m, (2, 3-^^nn7oi/^f^) 7i?5vl^ 2-7^y*>>7' 
vt°*=./i>m, 2- (4-^dp7x;^>) ^fy/f U/US, (t e r t h 
*Z/#/Utf=./U) 7*77^ 3- (^>^l^3r iy^/U/tf 7"n 
M, 3- (t°^y S?/;fr/M?=/l/) 7 , olft=;H, (7i?5vU75y) T-fe^/W 
[(^^S^r^tf/M^/P) 75 y] T±^jum, Liter t-zf\>**/ 
^/VtJwW) 7^/] T-fe^/VS, 7^7tf;H, 2- [(ter t-7h^ 

^/pt:=;k)7^/]'fy^nj;H, 2-75y^r y^i^y/i^ 2 — [( t 

er t Y**yfn\,i£—>V) 7^7] -4-> WUU/i/S, 2-7.?/- 
4 - y u y /US, 2-[(tert-7F 7 $ y ] - 3 - 

7i-/l/yca-/H, 2 - 7 5 / - 3 - 7x-;U/o t^r:^!, 2-[(t 
e r t -Zf Y**s-iuVi&=.)\,) 75;]-3 - (ter.t -Zf h >\si£-)V) 
7uV*=.j1sm, 2-[(tert -7 b Astf—A?) 7 5y] - 4- (t e 

r t -y b*i'*A'tf—A') /l>m, 2 —7 5 y — 4 — Jj /V-R^i/-? =f- ]} jv 

i^ 2, 6 - tf* [( t e r .t -~f >vi$=.)V) 75 y] ^df-^/^,i^ 

2, 6-^T?y^^f-y</VS, 2 - {2 - [(t e r t -:/ 

7? y] -3-7x=^7cft^H 7 5 y - 4 - y ?vw* i/ y 2- (2 

-7 5 / - 3 - 7xr;l/7"n 75/- 4 - / ^AoK ^ y 2 - { 2 , 

3 - If* [( t e r t 75 y] Zfn\^ir=-)V) 7 5 y -4 

-y^/w^uyyu^ 2- (2-75y-3-^7/^^i/7 p nt:-^/U) 7 5 y 
-4-y^/W^y/l^ 2 - {2, [(t e r t - 7f^^M=/l') 

75 y] ^Mfy-OW 75/-4-/^;^l/!J;Ul, 2- (2, 6-^75 
/^t/'f^) 75/-4-/f;Ml/U/l/S, 2- (2-75/-4-/f 
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jW<U});ls) 75/-3-7xn;>7 p nlft^S, 2- ( 2 -7 5. / - 3 

iiaA^^em^rtS rg&££;prL-CV^<b £i^7^/i^j jo* rg&s£^r 
iEA^jfefctefcrtS rg&g&^rLTv*-c i t>.}:v*7i^£j # rg&x^ 
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&mftm<DMftmb LTH\ (fnyi;y-i-^;u) tf/utf^/i^ Oe/i^* 
— U^-4t-4^) jJ/\/tf=-/um^ (4-^f;i/tV7i/y-i-^^) 
/I'S, (4-^ h*i/¥^V i>V- 1 — tAS) ^/l^-yVg, U-tf/HK^S/fcT 
— */^3J?=/^S^ N, N- v 5 ^ ^/M7/w^^/^ n, N 
-^m^/^/^^-Y/^^ N-^f;i'-N-7x= ;v*/t//^/f/vg x n, N 

iiaA^^tC^ttS, rft^^^Tb-CV>Tt> J;V>C 1 ~C 6 (DT^^r/l'Sj w 

itaA^^ai-fcits. rg^^^-L-rv^rt iv^c^c^T/i^^/v^j © 

rc 1 ~C 6 OT/l'^/^J tUtt, WxlHT, **7K n-7nt°/K 
^fy/DtVK n-y^/K -fy^vK s e c-^fvK t e r t-y^vK 
n-^O-^/K ^y^i^vK 2-yfvP;/?vK 1 -y- fvuy^vK 
5vK 1, 1 -^5vK7°n tf/K n-^ : >/K 4-^ 

5vw<>5vK 3-p«5 L /i"<>'^/K 2-y.5vW<y5vK 1 -^^vw^^vK 
3, 3 -v^^vlo^/K 2, 2-v ? >5vvy?vK 1, 1 -S^TTU^TvK 
1, 2 -v^5vW:/^vK 1, 3-v ; ^^7'5 L /K 2, 3-^yfvK?*5vK 
2 -^5vuy^vK 1 -^^/UT'^vK l -oc^vu- i -^f;i/7n kVi^WC 

MftJtrfl^ LTtt, TIE rg^S^s ^-4 a j {ZTFirm&mf htiZ* 
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^v^fvl^ {\£'*v< friths) ^f/l/g, 1- (31 h^v'^/UTK^/^^f-v') 
xf;H, [(k'^y SVtfA'tf^A') ^ ({[(t:°-< U 1 

({[(^7t-!)y-4-<;i/) tj/i^-/^] y^Sh ({[4 

{[(4-*^#^^t°-<y v 5 ^- l — (jv) %)Vi&-)V\ ir*i/\ tf-sis^ 

(^^/l^^ri/^/l^— ^) 3, 4, 5, 6-fh77tb^fV- 

fh7tKnt'7>'-2 — r^S, N-7^y7W^^£ 

/f;wS, [(^7t- y ({[4- (^h^rv- 
y ^ - 1 — T 7J/u**-/l/] ;^->} ;*^/^ ({N, N-fc* 

t>J;v\ ^.<D,};?fri§-£\ -13:^ (1-1) X*m£th%fc$m(D&mti:M;fcMt 
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bfcg&g&^LWT&.fcV^W-^J o Tti^-^j iLTti, ^SlSCXtt 

Jiia^z 1 ©^^^ r^-o-A 1 (5£*, AM±±E^atiwi«-r*fc-5) 
h\z.WM&*^^x^x%x.^T\s- -vj © rg^j turn Jtfa rg 

±ia^z l ©sa^*3^-5 r^-o-A 1 (5^, A l fi±K£ft£|iurc?fc5) 

mfemtmmx&z) ms-conh-e 1 E i (4±ia^ati^ax'& 

£\ r^-o-A 1 (5£<K AMiiiia^ii^-efcs) &i*£-c 

onh-e 1 E^ztmfeMtmmxhz) x~ik£nz>m<Dm^\zif£ 
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bmft£hz^x*hv,mmm\az,^ti<y^]%'T-RTft e r t-y^v&ui, 

[iiSf T 1 - 1 z] /m^^JE^ t e r t -yf A'l, 2.-7 ^~tV*-=r. 
V- 3— 

Mcs&s&^ltv^^ iv^rw— # r^-o-A 1 (3&*k A l tt± 

»3&l*fclWT?*>5) MS-CONH-E 1 (5S«K E^ifESfttlRlST'fc 

£\ itwiiffc?), -IRS: (i-i) m^rtsfliz^^tfTCSP^* 
igiS ( I z 1 — l ) '• 
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1 -2 zj d^3l^^.tl/5St?fc9. Kifis ^v^^W^RTft e r t 

[filli7 1 -2z] An^I^ tert-^f/H, 2-7i=/l/xf 

WS-CONH-E 1 (5£«k E 1 tt±E»fcP!«T?*)*) X~m&tlZ&<Dm. 
{c3Etcfll^SS:^rU"CV>Tt)J;V^TU— # f^-O-A 1 (5£^ AM*±ia 

..SRZ^^KifettS T5S-0-A 1 (A*. A l tt±ESIfcfcWHItf*>S) 
^-CONH-E 1 (5£4\ EMiilH^irPItt-CfcS) 

-jvm, \fyV—;v^ 1, 2, 3-tHi?7'/-/^ 1, 2, 3 -f7f 

7 , /-/i'i > i, 2, 3-fP7/-/^ t-y^ygt vvrv^n* trys 

e;ygt. tr^^^at, i, 2, 1, 2, 

lH-7t^yl, 1, 4-*^-fetr^st, 1, ^/77 
^H. -f y^y77^I, Cb) ft7iy|, Cc] ft7x 

ypt ^KwH, 2H-- fy^fyK-/H, lH-^^-/H, 2H- 

>r A'S, ^yy^^f"/' — /mpil 1, 2 — jy/>fyt*t i /-/m, 
2, i-^y^yw^i, *<^Sf-T % s—A*ks i, 2-^yyVy 
f7/-^l, 2, i-^y^yf-7/-/^, 1, 2, 3 — iyyt^t^ 
ry-/H, 2, 1, s-^yyt^t^y-/^ 1, 2, 3— <^/tt 
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m, *^/y vau */*f-v^m. 7^7^ T^^y v^st, ih-i, 

iu-ctt. ±15 r^tzkngj ©£gs»c*5rt5 rry-/w£j tii^i©»^tf 

±KE l ©j£«fc*stt* rg&££:tL-cv^t)£^xy-7wgj © rg&gj 
£L-m;±lE TOft££*rL-CV>Tt>J:v\i ©3t«lc:fctt5 rg&^j tiffin 

^TLwrtii^a^A'Sj -c*>S#£\ ^yfi7x=/Hj > 

*=/W*J -CfcSl^ ffa**©A#«tUTtt, TIB rg^SlfS 1 -! ej 

[g&SSM'-le] 3, 5-fcT* (hyy^^-n^^) 7x=^S, 3, 
d D7x=;Vl, 2 n n — 5 — ( MJ 7i-/H, 
3, [(1, ^/Kl 7x=/H, 2, 5 -If* (h!)7 

^u^fA') 7x=^i, (Mi7/Vtn^f^) 7x = 

2-^h*'>-5- (HJ7^to^^) 7x-;H, 2-i7nn-4 
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- ( h ]) * fjU) 7^~fr&, 5- (1, l-&*f-A') 7°ntVU-2 

-7x/^i/7x^H, 2- (4-7* Y**SZ7*J -5 - ( f !1 7;^ 

±iaE l <D^a(-*5tt5 rg&ssofrL-cv^fciv^ry -/wSj a* r2, 5- 
i -2ej fc^-raiis^rf btiSo 

[*^Sl¥5 1 -2e] 2-^nn-5- ( h y 7 )Vir<a / 7x=;H, 
2, 5 -If* ( h y 7^0^^) 7i=^S, 2-^h#v/-5- (h!J7 

Aoj-n^f-AO 2- (4-^h^>7i;^) -5- (hy^/w 

±IEE 1 0^{c4ott5 re^£$rtb-CVN-Ct>J:V^Ty-^£j T2, 5- 
^7x=.;Hj XtC»3HCl4. T2, 5-^7x=;H ({& 

£Mi-fi, TI2 rg&SiS 6 1 - 3 e j frhWRiSM^KM , *t>#»fc 
fi; 2, 5 -if* (hP7^ta^f/i/) 7zt^/i-SX'fc5o 
[IliftSP 8 1 - 3 e ] 2 n n- 5 - (M)7^o^f;V) 7x-^i, 
2, 5 -If* (h y 7x-^S, 2-t h*-y-5- (bV7 

^ta^f/V) 2- (4-p< h^i/7x/^) -5- ( h V 7 )V 

iSSE 1 ©^^*** rgfeg^LWCtiJ^ry-A-Xj # T3, 5- 

1 -4eJ IC^-TS^^if b*l5o 

[B^Sil 5 1 - 4 e ] 3, 5 -If* (M)7;Ptn^f/U) 7z=/H, 3, 
5-^an7x=;H, 3, 5 - If * [(1, l-vM^) xf^/] 7x^ 
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*-5 e j &t>m$i£ti%&x~h*) , Mh&ma^ 3, s-t** (h 

[g^Sl^fi'-Se] 3, (MJ7^tn^f;V) 7:c=.;u£ % 3- 

±iaE 1 £>£^{c*ms rg&s£;prL-c^-ct>«}:v^y-/i^j a> ^7i^ 

ifEE^^td&ttS rg&g^L-CV^Ii iV^f nTil-yWSj <£> fg 

irb-m, ±is rg&s^b-c^-cbiv^ <Dfemiz.&tfz> rg&£j 

ilSE^^ttJcjottS rg$S£^L-CV^t>J:V^xnTy--/t'gj # rg 

-2— CA-gJ -CfeD, #t-IE^3i(C«. rv?g^T ^-/U- 2 r/vgj -c 
£>9. ftt>#fiSi£J3:, 4- [(1, l-^^^/W) -5 - [(2, 

±ie-^ (i) x*m£ftz>ik&®tLXte. &mat, tte-^ (X-l) 
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(X-1) 



(X-2) 



(X-3) 



r/^/^mt. tcnmmm 1 ~ 6 (or^^mxh o > r 1 0 0 9 & * # r 1 0 1 °\* 
R ioo2 ii, Tkmw^. m^tix^xhx^^mmwLi-Qfo&T^^m, m 

WktshX^x-b £v^?5f§c6~i 2©7y-;H, B^tiTV^^ £V^«C 

4-11 0)^7- P T y — tt&£tVtl^Tt> J:V^^7~1 4^)77/^ 
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mm^m^n^^ti^t btii, wt&m^&-fz>m&\a-3L. mutt, y^-* 

XiiTv^—^At^ ^^vkt^-^a^; v^^vkt^e--? h y p< 

ffsc^-et, mmL. $kwtm., mm. 

m.. mmm., v^mgM<Dmm&, hzwz* t^x^? *-^mm., ^-e^ 

^^g£J£, $&f|j|, ?>f;«, 

±C— (I) (I-l) X*^^tb5ft^X(i^^f^ TkfPtiX^ 

■rin(o®m*m^xb£\<\ zt>K-f6&: (i) xt* (i-d -r^tiste-s- 
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Catalysts: Innovations in Organic Synthesis)], OfcS), >- • £ ^ y 

TyF'fyX^^ (John Wiley & Sons, Inc. ), 1 9 9 9^, ^fclEft© 

±15-^ (1-1) -easftsft^fct,, ±12-^ (i) i^tcM 

«±© J: 5 **jfe?«3t$*tfc-jRa:'( I ) Xtf ( I - 1) T?*i**iSft#*Ht, 

*^lf©liil:it (i)^(i-i) 

*K^«fe©lftKX^J6W©^»®jt^rifeoSiW*#B8 Loo, jteoafc 
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v^L«^P^5r^{c:J;oT, -j&iS (I) RTf (1-1) {cfr^ft-Mfc^ 
-|£5£ (I) (1-1) T^^tiS^KO^-a-^fi, NF-/cBMttfcPl 

mftmiLxmM&frj v * << >m±mmnm^m *m r> , n f - K b s& 
1 jB-e*>5„ ±isog^f± % mmmwir (tnf), -r^-n^^-i, ^ 

= -jM«B^ 4l/?-7x.vyp^ ttifS^5ICAM-l^VCA 
M- 1 RXfE L AM- 1 % =hy^**-> K£-J*6*3K 3£SM$Hll^J]j^ 

c-myc N H I V©l€f HTLV-l0jtfi^ft*©is? 

-m^. en xtf (i-D x^^5^s©Mfi, m<oiyyi-A>&mm 

(I L) -ltt^03t^ : ? : 3SmSflcdSNF-KBfcJ;o-CjElcffi|»$ix"CjE<7)7 
^ - \ty< 5/ * • iv-zt [TNF-o -* NF-/cB -+ TNF-a] Sr#j£U 
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r^ty $-?^m(Dife%mFF£%iD< s mmi > jkjsc, 2000 ¥) . ^t, 

*y^Jgfttiu t££#f£*;ftfc:#5£-#£ iM)E£. * 

tffrjg. fff*. wsk ^iffis #i*ijs. ft 

S^ajfiLflfs #3H±#Stffi, u^AfbV ^s<m, &&Vi"<m. ftofctft^JW 
ft, ill, f-A'a-f K-V*. xyKhWV 9 ^' tSukfe. 
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*&m<Dmm<D*&}f&ftb\,xti:. (i) r& (i-d xmtstiz<k& 

(i-d x-m&n%fc& ! &<n : ?ib<D-n<DfcG-m\z, gps^i^w 
M©giii, w, m&M, »k a^^-t/HWx tt*^*^. 

mk SttRftttSk JiUfSL ^ISSU KAM*if©*fi 

n*s-$-/8©Eas*&jft»fc u-cs^-rsr h^is, »*©»»©is*B^»i 

137 



WO 03/103656 



PCT/JP03/07127 



. am wx-tf. tut* Mm. :/k*«n n-^**-^ fy/^ 

77 tfT^A, h^tf^K f7f^, S'x??^, t Kb#'>^b \?;v±;vu 
^ ^^^^^if^^ifSCi^-CtSo ttiR^Ji: UTtt, #Rf4\ ^r7!Jy 

aps#©7t»©«cft««o, Mttf, %nu *sny-m. mm. mn^mmz. 

#jtu-a4> #l;ti4, tR, yati'y^!)3-/K tfy a^u^y /K ^ 
^H#-e^^^TVN5^4v^H i bfiJffl' 5 r^"cfe5o 
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y $ j±RTi v ywtr b v v &&<o P h wa&ARxMg&m ; tr p ffi«Eife^ h y # ^> 

•fey v. ^y^i^y, /<77^v^!)tyy, t^n-^w, 
©3fci$#K:±IBSc^ *!J— ^Xtt^-* h^^Si5fet-i 9^-f6^t 

fe9tMW5±^fOtii: LTil^O. 0 1~5,0 0 0mgt*fc^ 
:©S#i^if©¥t, #itS, ^trt;CXigM«-r5Ctis»*Lv^ flu 
IB- 0 *tt- 0 tc-®, XttifiS *M»4rfev^-C- 0 K: 2 ~ 3 Efc^H-CS^ L 

A-0fcfcU^^T*fc5±IE^®O5a*i:bTO. 001~100mgig 
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mmm 

(1) 5-^nn-2-t Kn^rV-N- [3, 5 - tf ^ (F5 7^o^f^) 

5-^not!)f^ (6. 9 0g, 4 0 mm o 1)^.3, 5 - fcT* ( h!J 7^;*- 
n^^)T-y >" (9. 1 6 g, 4 Ommo 1 h H&ffcy V (1. 7 4mL, 
2 0mmo 1), (8 0mL) ©?l£^£. T )\>^- ^#ffl^T. 3 M 

»J»bfc„ Sfti^^Slt-^l, g£6£^A- (2 4 0mL) 

afeUT^b^fcaffi^^y *^7^^ hi7*^7^- (n 

i^f-,^4 : 1) -C»b-C, «&Sfc£-«X&»3tfe@ft (13. 1 2 g, 8 5. 
5%) Sr#fc 0 

1 H — NMR (DMSO-d 6 ) : 5 7. 05 (1H, d, J = 8..7Hz), 7. 
49 (1H, dd, J = 8. 7, 2. 7Hz), 7. 85 (1H, s), 7. 87 
(1H, d, J = 2. 7Hz), 8. 45 (2H, s), 10. 85 (1H, s), 
11. 3 9 (1H, s). 

(2) 5-^an-2-tV^n^yU^-dfv^-N- [3, 5-tf^ ( F !) 7^tn 
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6 0%7R^{b^- h V (2 1 . 8mg, 0. 5 5 mm o 1 ) ©7 h 7 t Kp 7 
7> (3mL) »9IBE(C % 7k?ST\ 5 p o- 2- fc Ko#i/-N- [3, 5 
-If* ( MJ 37/M- p;*^) 7x^U] ^yX7U* (0. 20g, 0. 5 2 
mmo 1) Ofb7tKn77> (3mL) ffi&Zln^ 5#|BHJI#Lfc. 
T-^P-r/V-^ p y K (7 1 n L, 0. 5 7 mmo 1 ) &Jn*.l 0#|filffi#Lfc o . 

9 5 m g , 8 0. 2 %) 

'H-NMR (DMSO-d 6 ) : 5 1. 2 1 (9H, s), 7. 35 (1H, d, 
J = 8. 7Hz) ,7. 70 (1H, dd, J = 8. 7, 2. 7 Hz), 7. 85 
(2H, d," J = 2. 4Hz), 8. 36 (2H, s), 11. 10 (1 H, s). 
#12 :ft^4fc#*2©^*OlBft 

5-^nu-2-tKn^>-N- [3, 5 - tf^ ( h V ^ ^/V) 37^ 

^yX7 5 K («1 ( 1 ) <D\k&m ; 2 0 0 m g , 0 . 5 mm o 1 h W£ 
$?(8 0mg, 0. 8mmo 1) (D^nn^y (5mL) 7/^V 
#fflMT, 1 - ( 3 - TvUT ^7*D tf/U) - 3 -^A^i3^ 9 M ^ K*£ 
tttK (£AT> WSC • HC 1 £J&-f ; 1 5 Omg, 0. 8 mm o 1) ZMx., £ 

^7MB-?h^77-f- (n -^Ir^ : ft»^^-/U= 6 : l) "TffiSiL 

"C\ ««^(feoefet&* (2 5 Omg, 10 0%) £#fc 0 
1 H— NMR (CDCI3): 8 0. 89 (3H, t, J = 7. 5Hz), 1. 3 
8 (2H, sext, J = 7. 5Hz), 1. 70 (2H, q, J = 7. 5Hz), 
2. 62 (2H, t, J = 7. 5Hz), 7. 11 ( 1 H, d, J=8. 9Hz), 
7. 46 (1H, dd, J = 8. 7, 2. 4Hz), 7. 63 (1H, s), 7. 
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72 (1H, d, J = 2. 4Hz), 8. 07 (2H, s), 8. 49 ( 1 H, b 
r s). 

W 3 : 3 <D4k&%)<Dmm. 

5-^PP-2-t Kn^V-N- [3, 5 - 1'* ( h!l 7;l/tD>f;l,) 7^ 
^yX7 («1 ( 1 ) (Djk&t&l IlOOmg, 0. 2 6 1 mm o 1 h 
Hjxf^T^y (50 M L, 0. 3 5 9mmol) ON, N-^fW- 
jVJ^T 5 F (1. 5mL) ^{c N TA^^H^T, f*/^;^o!) K (7 
0/iL, 0. 3 3 9mmol) 1 l^iSSl^ Lfc, K^SiS^lCzk 

^a?^77^- '(n-^f-^ : R®53if-/u=4 : 1) T'tlLt, 

(12 5mg, 89. 3%) £r#fc 0 
l H-NMR (CDC 1 8 ) : 6 0. 8 7 (3 H, t, J = 7. 2Hz), 1. 2 
1-1. 33 (12H, m), 1. 6 5-1. 7 5 ( 2 H, m), 2. 61 (2H, 
t, J = 7. 2Hz), 7. 13 (1H, d, J = 9. 0Hz), 7. 50 ( 1 H, 
dd, J = 8. 7, 2. 4Hz), 7. 66 (1H, s), 7. 80 (1H, d, 
J = 2. 4Hz), 8. 09 (2H, s), 8. 38 (1H, s). 

m 4 : 4 ©fc-g-^gag 

5-^no-2-t Kn^rvz-N- [3, 5 - fc** (Mi7;i/ta^f^) 7^ 
^/U] ^VX7>; K (011 1 (1) (D{k&m; 1 9 2mg, 0. 5 mm o 1), V» 
^ (4 7mg, 0. 6mmol)Ofh7tKB77^ (5mL) teWtlz.^ ?K 
^T, ^/^Md!) K (64 M L, 0. 55mmol) SriOx., 3tV*T?^ffi. 
■C2l*IH«#bfc. SJeS^4to(C2«%ttift (ImL) &tf7k (5 0mL) 

^F^77^- op**^:**/ -,V= 9 5:5) T'^LT, WMik 

^©^W(2 2 6mg, 9 2. 7%) £#fc 0 
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X H — NMR (DMSO-d 6 ) : 6 7. 53-7. 58 (3 H, m), 7. 70 
-7. 76 (1H, m), 7. 78 (1H, dd, J = 9. 0, 3. 0Hz), 7. 
80 (1H, s), 7. 94 (1H, d, J = 2. 7Hz), 8. 07-8. 10 

(2H, m), 8. 25 (2H, s), 11. 13 ( 1 H, s). 
0»J 5 : 5 0frfr4fe®9& 

5 nn- 2-t Kndriy-N- [3, 5-^ (b V7^n 7 
x=A<] ^X7 5K (il (D^b^JO. 2 0g, 0. 5 2mmol) 
If F7tKn77> (5mL) {£?§fi?U O-Tir^/t-IM; ^n-f/l^ u y K 

(0. 124g, 0. 62mmolh hi» ^5vUT 5: ^ (0 . 2mL, 1. 43 
mmo 1) UPx., ^S.T*3B$^iS#L7c: 0 a&M^3£*i£^(£fcU\ TO^. 

&^j|g£^J±W£ VXm h ihtcmt* *y ]) Z >fA>ii J A i7 n -7 h 7=7 7 4 - ( n 
*-V->- : m^^= 3 : 1) TitffiL -fy^otVUx-f/l'/n-^t 
VT«^Ut, ^S^^^efe^* (2 3 6. 7m g, 8 3 . . 4 %) 
fc„ 

1 H — NMR (DMSO-d 6 ) : 5 2. 13 (3H, s), 7. 29 (1H, d 
d, J = 8. 4, 1. 2Hz), 7. 45 ( 1 H, td, J = 7. 8, 1. 2Hz), 

7. 48 (1H, d, J=8. 7Hz),7. 76 ( 1 H, td, J = 8. 4, 1. 
8Hz), 7. 77 (1H, dd, J=8. 4," 2. 4Hz), 7. 8 2 ( 1 H, 
s), 7. 94 (1H, d, J = 2. 4Hz), 8. 16 ( 1 H, dd, J = 7. 

8, 1. 5Hz), 8. 29 (2H, s), 11. 12 (1H, s). 
m 6 : {t^m^r 6 <Dfc&m(DW& 

5-^an-2-tFn^>-N- [3, 5 - fcf * ( h P 77M"n ^ ^/W) 7x 

'O'XT^K^Jl (1) ©M; lOOmg, 0. 2 6 1 mm o 1 ) 
ON, N-^^f^7t-/WA75 K (1. 5mL) ^fC, M ^^VT ^ 
(8 0 M L, 0. 547 mmo lK-^f^n!) K&^&U 9 2mg, 0. 
2 7 4mmo 1) ZMz., ^t§.T* 1 H^jf^LTto S^ICtK^O^L, gj^^ 
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-f- (n .^rf-^:«^^=4 : 1) T'tlLT, SSfc-g-fe© 

( 1 2 0 m g , 9 4. 5 %) £r#fc 0 

'H-NMR (DMSO-d 6 ) : 8 7. 60 (1H, d, J = 8. 7Hz), 7. 
62 (1H, ddd, J = 8. 1, 4. 8, 0. 9Hz), 7. 81 (1H, dd, 
J = 8. 7, 2. 7Hz), 7. 81 (1H, s), 7. 98 ( 1 H, d, J = 2. 
4Hz), 8. 26 (2H, s), 8. 43 ( 1 H, ddd, J = 8. 1, 2. 1, 
1. 5Hz), 8. 88 (1H, dd, J=4. 8, 1. 5Hz), 9. 23 (1 
H, dd, J = 2. 1, 0. 9Hz), 11. 16 (1H, s). 
M 7 : lb 7 (Dtk&m<DW£& 

WMtLX, 5-^Do-2-tFo^-N- [3, 5 - If ^ (HJ7^*n 
p{^) 7x=A^] *<VXT% K (fill (1) <D{t^m. = = 

n!) K^£ife^ft^fflV^T0^l6il«l«©iftf^S^fTV^, *]Bfc£fcfc#fc. 
: 55. 9 % 

'H-NMR (DMSO-d 5 ): J 7. 60 ( 1 H, d, J = 8. 7Hz), 7. 
81 (1H, dd, J = 8. 7, 2. 7Hz), 7. 82 (1H, s), 7. 96 
(2H, dd, J = 4. -5, 1. 8Hz), 7. 99 (1H, d, J=2. 7Hz), 
8. 26 (2H, s), 8. 85 ( 2 H, dd, J = 4. 5, 1. 8Hz), 11. 
16 (1H, s). 

m 8 : s 

W&b L"C\ 5-^nn-2-tKn^>-N- [3, 5-tf* ( MJ 
^/w) 7x=^] ^yX7$ K (Ml (l) ©#;£•&), ^/urir^vu 

ft* : 7 1 . 0 % 

X H — NMR (CDC 1 3 ):5 3. 8 9 ( 2 H, s), 7. 0 3-7. 0 9 (1 
H, m), 7. 12-7. 17 (3H, m), 7. 2 2-7. 2 7 (3H, m), 7. 
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51 (1H, dd, J = 9- 0, 3. 0Hz), 7. 63 (1H, s), 7. 77 
(1H, d, J = 3. OHz), 7. 82 (2H, s), 7. 91 ( 1 H, s). 

5_^at3-2-t Kn*'>-N- [3, 5-fc** ( MJ 7 )Viru 5vv) y 
^<yXT5. K (0U ( 1 ) <Oik&VB ; 0 . 2 0g, 0. 5 2mmol) 
©Th7th'n77^ (5mL) 3, 4 ^^^^^r^^^n/^. 

t (103. lmg, 0. 5 7mmo 1 h WS C • HC 1 (0. 13g, 0. 6 
8mmo 1), 4-^^W^tfy^y(l Omg) ZMz., 5«P|B8I»L*:. 

ift*t?JR&8s8K *feW*BW-hy *AT?16SftSL «RKSr«JBE«*b-C»e>*ufc» 
ffi^rv-y^y^^^^c 1 ^ h^^-f — (n-^-^^ :gKft3i^= 3 : l) 

-cmn lt> mmik&voo a (228. 3 m g , so. 4 %) &#fc 0 

>H-NMR (DMSO- d 6 ) : 5 3 . 8 3 ( 2 H, s ), 5 '. 8 9 ( 2 H, s ), 

6. 56-6. 73 (2H, m), 6. 79 (1H, d, J = l. 2Hz),7. 
37 (1H, d, J = 8. 4Hz), 7. 71 (1H, dd, J = 8. 7, 2. 4 
Hz), 7. 85 (2H, d, J = 2. 7Hz), 8. 32 ( 2 H, s), 11. 0 

1 (lHr s). 

i o : 1 0 ©ft^fcKBftti 

■ LT. 5-^nP-2-t Kndrv^-N- [3, 5 - If* (M)7/^ 

n^^/v) 7rc^] -<yX7 5; K (0U (l) <oik&m. RV* h^^^^r 

ifcifi : 6 3 . 4 % 

1 H — NMR (CDC 1 3 ) : 5 3. 5 5 ( 3 H, s), 4. 38 (2H, s), 

7. 37 (1H, d, J = 9. OHz), 7. 56 (1H, dd, J = 9. 0, 2. 
7Hz), 7. 67 (1H, s), 8. 16 ( 1 H, d, J = 2. 7Hz),8. 2 

2 (2H, s), 9.2 8 (1H, s). 

#J l l : It-B-M^i l tfMb-a-^IBi 
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JSmtLX: 5-^n-2-kKP*->-N- [3, 5 - tf * (HJ7^o 
t^/V) ^<yX7 5 K (Ml (1) <D{k&®). RXfiT±'?A'tti/T 

: 5 2 . 4 % 

1 H — NMR (CDC1 3 ): 5 2. 18 (3H, s), 4. 84 (2H, s), 
7. 18 (1H, d, J = 8. 4Hz), 7. 52 (1H, dd, J = 9. 0, 2. 
7Hz), 7. 67 (1H, s), 7. 83 (1H, d, J = 2. 7Hz), 8. 1 
7 (2H, s), 8. 3 1 (1H, s). 
M 1 2 : 1 2 ©<ffr&fc©3Ki6 

mntLX, 5-^OB-2-tKo^-N- [3, 5 -If* (h!)7^o 
*3vW) 7xn;U] ^<yX7? K (^1 (1) <D<fb£-*0, ^rv'T'-fe^- 
;^n!) K«r/BV*-C0!l3 ^fS-fb"^ 
» : 5 2 . 6 % 

1 H — NMR (CDC 1 3 ): 5 4. 9 4 (2H, s), 6. 89-7. 02 (3 
H, m), 7. 21-7. 29 (3H, m), 7. 55 (1H, d d, J = 8. 7, 
2. 4Hz), 7. 64 (1H, s), 7. 94 (1H, d, J = 2. 4Hz), 8. 
10 (2H, s), 8. 6 3 (1H, s). 

mis • 1 3 oik&vmDWk 

iSt Lt, 5-^BB-2-fcKn^5/-N- [3, ( b !J 7/1^ 

o^f;l/) 7x^] ^X7 5 K (Ml (1) (Dfc&m), W4-^on7x 

ft* : 3 4 . 1 % 

1 H — NMR (CDCI3): 5 4. 91 (2H, s), 6. 85 (2H, d, J 
= 8. 7Hz), 7. 17 (2H, d, J = 9. OHz), 7. 24 ( 1 H, d, 
J = 8. 4Hz), 7. 56 (1H, dd, J = 8. 7, 2. 1Hz), 7. 67 
(1H, s), 7. 86 (1H, d, J = 2. 4Hz),8. 08 (2H, s), 8. 
4 2 (1 H, s). 
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Ml4 : \Y&m^ 1 4 <D\t&m<DWk 

mfttlsX. 5-? OB- 2-k Ko^rv--N- [3, 5 - t** (h!)7/^n 
^fvu) 7x=/l/3 ^X7^ K (Fill (1) <D{C&®), RXI2, 

JR¥ : 1 0 . 6 % 

1 H — NMR (CDC1 3 ) : S 4. 99 (2H, s), 6. 90 (1H, d d, 
J = 8. 1, 1. 5Hz), 7. 03 (1H, t, J = 8. 1Hz), 7. 12 (1 
H, dd, J=8. 1, 1. 5Hz), 7. 23 ( 1 H, d, J = 9. 0Hz), 
7. 56 (1H, dd, J = 9. 0, 2. 4Hz), 7. 65 (1H, s), 7. 
87 (1H, d, J = 2. 4Hz), 8. 08 (2H, s), 8. 49 (1H, s). 

#j 1 5 : 1 5 <Dfc&m<Dmm 

MMtVX, 5-^no-2-tKn^y-N- [-3, 5 -If* (W^^v 
7=c->v\ ^VX7 5 Y mi (1) (Oit^m), %.Tf2-7*/*i/-7 
n tr^/i/* o y K^rffiVN-CFil 3 t mm<D^{^^\ Mmt&®*'&ti 0 
W : 80. 6 % 

1 H — NMR (CDCI3) : S 1. 74 (3H, d, J = 6. 9Hz), 5. 0 
2 (1H, q, J = 6. 9Hz), 6. 8 6-6. 9 6 (3H, m), 7. 16- 

7. 23 (3H, m), 7. 52 (1H, dd, J = 8. 7, 2. 4Hz), 7. 
63 (1H, s), 7. 95 (1H, d, J = 2. 4Hz), 8. 11 (2H, s), 

8. 7 5 (1 H, s ). 

0!16: {^#)#^- 1 6 Ofl2^*©«t 

MtUT, 5-^BB-2-t Kn^rv'-N- [3, 5-tf* (MJ^l/^n 
75vu) K mi (1) Ofc-a^h &U<2- (4-^nn 

7^7 ^yiSm^ffiV^-Cf!I9i^^^$:^TV\ ^HIb^?:#7Co 

: 9 5 . 7 % 

*H— NMR (CDC 1 3 ) : 5 1 . 6 9 ( 6 H, s), 6. 7 7 (2H, d, J 
= 9. 0Hz), 7. 13 (2H, d, J = 9. 0Hz), 7. 36 (1H, dd, 
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J = 8. 7, 2. 4Hz),7. 59 ( 1 H, s), 8. 07 ( 2 H, s), 8. 1 
4 (1H, d, J = 2. 4Hz), 9. 13 ( 1 H, s). 
Ml 7 : {t&VdW^l 7 <Dik&®<Dmm 

WMtVX, 5-^oo-2-t Kp*V-N- [3,. 5-fcf* (Hl7^tu 
*^vu) 7x^] ^yX7 5 K (#Jl (1) (Dik&m, RTf^ruym * J t 
e r t -7^;^*7Vl':£:JS^T0!l2 fclRM»©iftf^S:fTV^, HS{k^S:#7t. 
Jfc^ : 2 9 . 2 % 

'H-NMR (CDC 1 3 ) : 5 1. 42 (9H, s), 3. 65 (2H, s), 
7. 19 (1H, d, J=8. 7Hz), 7. 53 (1H, dd, J = 8. 7, 2. 
4Hz), 7. 66 (1H, brs), 8. 10 ( 1 H, d, J = 2. 4Hz), 8. 
2 5 (2H, s), 9. 0 7 (1H, brs). 
m 1 8 : fc&rn^ 1 8 ^fffc-^OOMit 

g^fctt, 5-^ciP-2-tKn^>-N- [3, 5 - tf * ( M 
pi^/w) 7^1^/1'] ^<yX7 5 K (Fill (1) <£><fc£-$>h RXf=i'^9WL 

: 9 9 . 3 % 

'H-NMR (CDClj) :.S 2. 81-2. 93 (4H, m), 5. 09 (2' 
H, s), 7. 12 (1H, d, J = 8. 7Hz), 7. 2 7 -7. 3 4 (5H, 
m), 7. 48 (1H, dd, J = 8. 7, 2. 4Hz), 7. 65 (1H, s), 
7. 88 (1H, m), 8. 20 (2H, s), 8. 58 (1H, brs). 
m 1 9 : <fb£-«-5§- 1 9 <Dtt&fto<T>m& 

WM <h LT. 5-^nn-2-kKn^>-N- [3, 5-^ (M)7/^n 
ptf-zi/) 7^~>v\ KyX7^ K (0U 1 (1) ©fc£4M, -Xtfa/^R tr 

: 9 7 . 5 % 

'H-NMR (CDClj): 5 1 . 4 5- 1. 6 7 (6H, m), 2. 77-2. 
89 (4H, m), 3. 3 9-3. 4 9 (4H, m), 7. 32 (1H, d, J = 
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8. 7Hz), 7. 47 (1H, dd, J = 8. 7, 2. 7Hz), 7. 62 (1 
H, s), 8. 04 (1H, dd, J = 2. 7, 0. 6Hz), 8. 38 (2Hs), 

9. 7 3 (1 H, s ). 

m 2 0 : 2 0 (Dfc&yoOgkm 

mftbLX. 5-^nn-2-tKn^-N- [3, 5-fcr* (h!)7/^n 
pffvu) 7*=*-] ^yX7^ K (#!l 1 (1) ©-ffcg*h RXfiN-T±^;uy\) 

JR* : 9 5 . 0 % 

1 H — NMR (CDC 1 3 ) : 8 2. 04 (3H, s), 4. 17 (2H, d, J 
= 5. 4 Hz), 6. 17 (1H, m), 7. 16 (1H, d, J = 8. 7 Hz), 
7. 50 (1H, dd, J = 8. 7, 2. 4Hz), 7. 61 ( 1 H, brs), 
7. 83 (1H, d, J = 2. 4Hz), 8. 24 ( 2 H, s), 8. 78 ( 1 H, 
brs). 

m 2 1 : {k&fatt 2 1 ©fc<&fc©«36 

HlftLT, 5-^nn-2-tKn^-N- [3, ( h U 7/1^0 

*^vv) 7i=^] ^yXT^ K (#U (1) ©ft^iftK &tfN- (^V^/P^- 

jfcspi : 7 4 . 4 % 

'H-NMR (CDC1 3 ):5 4. 19 ( 2 H, d, J = 6. OHz), 5. 1 
2 (2H, s), 5. 36 (1H, t, J = 5. 7Hz), 7. 16 (1H, d, 
J = 8. 7Hz), 7. 32 (5H, s), 7. 53 (1H, dd, J = 8. 7, 
2. 4Hz), 7. 67 (1H, s),7. 86 (1H, d, J = 2. 4Hz), 8. 
•21 (2H, s), 8. 40 (1H, s). 
m 2 2 : fc£-4fe#* 2 2 

SfiHT, 5-^no-2-kKc^S/-N- [3, 5 - tf * (M)7^n 
^^V) 71=^] ^X7 5; K (031 (1) <Dfc&%>), (t e r t- 

7Far^;^=/v) ^y*>fcm>Tm *E«©ftfe&fTV\ ESSAYS: 
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mc 0 

fam : 70. 9 % 

X H — NMR (CDC 1 3 ) : 5 1. 4 1 (9H, s), 4. 10 (2H, d, J 
= 6. 0Hz), 5. 16 (1H, brt, J = 6. 0Hz), 7. 15 ( 1 H, 
d, J = 8. 7Hz), 7. 50 (1H, dd, J = 8. 7, 2. 4Hz), 7. 
65 (1H, s), 7. 89 (1H, s), 8. 23 (2H, s), 8. 74 ( 1 H, 
brs). 

01 2 3 : fc&Qltt 2 3 <Dfc&%l<DWkm. 

2- [N— (ter t --f Y**/* ^5^] t#i/-5-^nn 

-N- [3, 5-f* (M)7/l'tn^f/V) 7s.=-A/\ ^yX7 5 K (ft^-fti 
#?2 2 ;l46mg, 0. 2 7 mm o 1 ) fc4*J^^*/»Bfc*^A4&R 
(8mL) ZMx., Mt?ll»miwufc. »«E«:»E**Ur#6>*b*:aaESr 
n-^fy/^xf/K'| a |ffC, M^©efe^ (110. 7mg; 
8 5. 9 %) £#fc 0 

'H-NMR (DMSO-d 6 ) : 5 4. 09(2 H, brs), 7. 42(1 H, 
dd, J = 8. 7, 1. 8Hz), 7. 79 ( 1 H, dd, J = 8. 7, 2. 7Hz), 

7. 88 (1H, s), 8. 01 (1H, d, 2. 7Hz), 8. 41 (2H, s), 

8. 4 4-8. 6 2 (3H, brs), 11. 21 (1H, b r d, J = 8. 1H 
z ). 

#12 4 : ft£-4fe#-&2 4<Dit^<om^: 

5-^nn-2-t Kn^rV-N- [3, 5 - If* (HJ7;^0^f;l/) 7x 
=^]^yX7>;K(«ll (1)OM;0. 2 0g, 0. 52mmol) O 
rh7t (3mL) *§fg{£ N N- (ter t h 

-L-^ijy (135. 8mg, 0. 6 2 mm o 1 ) % WS C • HC 1 (0. 20 
g, 1. 0 4mmol), 4-^f;l/75/^y-7y (1 Omg), N-^f/U 
-2-fny^y> (1. 5mL) ZMz.. M-ei. 5^ta^b7c 0 'S^ 
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7A^n-7h^77^- (n-^dp-f-^ : gfgfe3i^i/=4 : 1) TitMLT, fl| 
Ift^OfifeBfr (2 7 7. 2mg, 91. 4%) &#fc„ 
1 H — NMR (CDC 1 3 ) : 8 1. 06 (3H, d, J = 6. 9Hz) ,1. 1 
1 (3H, d, J = 6. 9Hz), 1. 37 (9H, s), 2. 24 ( 1 H, m), 
4. 16 (1H, t, J = 6. 9Hz), 5. 00 ( 1 H, d, J = 6. 9Hz), 
7. 22 (1H, d, J.= 9. 0Hz), 7. 50 (1H, dd, J = 8. 7, 2. 
7Hz), 7. 66 (1H, s),8. 01 (1H, d, J = 2. 4Hz), 8. 2 
6 (2H, s), 8. 9 6 (1 H, s). 
W 2 5 : fc-£#>#-§- 2 5 (Dit^^mm 

2- [N— (t er t -~f Y -L-^D/V] *#5/-5-*n 

n-N- [3, 5 - feT* (MJ7/^n^f/V) 'OXT? K (fc£- 

#lff24 ; 2 2 6. lmg, 0. 39mmol) lUfigSMI/SSlif 
/mm (2mL) «r*n*., ififl6W#Lfc, W&G>*lfc 

(19 9. 8 m g , 93. 6 %) £#7c 0 
1 H — NMR (DMSO-d 6 ) : 5 0. 99(3H, d, J = 6. 9Hz),l. 
01 (1H, d, J = 6. 9Hz), 2. 2 6-2. 3 5 (1H, m), 4. 20 
-4. 25 (1H, m), 7. 42 (1H, d, J = 8. 7Hz), 7. 78 (l 
H, dd, J = 8. 7, 2. 7Hz), 7. 87 (1H, s), 7. 97 ( 1 H, 
d, J = 2. 7Hz), 8. 39 (2H, s), 8. 54 ( 3 H, s), 11. 21 
(1H, s). 
M 2 6 : te-8^#-§-2 6 <Dfc&to<DWk 

M-tLT, 5-^nn-2-tKn^>-N- [3, 5-^ (MJ7;^p 
pt^jU) -7^-)V\ ^<yX7^ K (0ill (1) <D\Y&m. &tfN- (t e r t- 
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Jfc^ : 9 6 . 6 % 

*H— NMR (CDC1 3 ):5 0. 93 (3 H, d, J = 6. 0Hz), 0. 9 
5 (3H, d, J = 6. 0Hz), 1. 37 (9H, s), 1. 5 8-1. 7 9 (3 
H, m), 4. 3 1-4. 3 8 (1H, m), 4. 9 2 (1H, d, J = 6. 6H 
z), 7. 20 (1H, d, J = 8. 7Hz), 7. 50 (1H, dd, J = 8. 

7, 2. 7Hz), 7. 65 (1H, s), 7. 99 (1H, d, d = 2. 7Hz), 

8. 2 7 (2H, s), 8. 9 1 (1 H, s). 
#J 2 7 : ft&m^% 2 7 Ofc&®<Dmk 

%MbLX, 2- [N- (ter t -7 h -L-n-fi'A'] * 

^ri/-5-^nn-N- [3, 5 - \f X ( h U ^ 7i-^] 

XT% K (ft^»##2 6) &ffiwc0i2 5 i!SM*©*fls*:fTV\ aWft^feSr 

HX§P : 8 9 . 9 % 

1 H — NMR (DMSO-d 6 ) : 5 0.7 7-0.8 1 (6H, m), 1. 6 3 
(1H, q, J = 7. 2Hz), 1. 73-1. 81 (2H, m), 4. 18 (1 
H, s), 7. 46 (1H, d, J = 8. 7Hz), 7. 79 (1H, dd, J = 
8. 7, 2. 4Hz), 7. 88 ( 1 H, s), 7. 96 ( 1 H, d, J = 2. 4 
Hz), 8. 43 (2H, s), 8. .6 9 (1H, s), 11. 28 ( 1 H, s). 
m 2 8 : <ffc£^#-S§- 2 8 ©fls£<fe©»3i 

H^tLt, 5-^nn-2-kKn^ri/-N- [3, 5 -If* ( MJ 
n^fvu) ^<yX7 5 K (001 (1) <Dik&%)), 2SUW- (t e r t 

|RS(S : 9 1 . 9 % 

l H — NMR (CDC 1 3 ) : 5 1. 3 2 (9H, s), 3, 18 ( 1 H, d, J 
= 7. 2Hz), 3. 19 (1H, d, J = 6. 9Hz), 4. 61 (lH. 'td, 
J = 7. 2, 6. 6Hz), 5. 00 ( 1 H, d, J = 6. 3Hz), 6. 84 (1 
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H, d, J = 8. 7Hz), .7. 2 3 - 7. 3 6 (5H, m), 7. 44 (1H, 
d d, J = 9. .0, 3. OHz), 7. 65 (1H, s) . 8. 02 ( 1 H, d, 
J = 2. 4Hz), 8. 23 (2H, s), 8. 91 (1H, s). 
m 2 9 : 2 9 OflS^*©«3fi 

MtLt, 2- [N- (t e r t h^^/l/*'^) -1-7x^77 
^i/-5-^PD-N- [3, 5-tf* ( h U ^Aorn^/W) 7^ = 
/<yX7 5 K Mfc&*#*2 8) SrEV^Tfll 2 5 fc|p|«©»f£«:fTV\ 8jg 

: 7 8 . 1 % 

1 H — NMR (DMSO-d 6 ) : 5 3. 16 (1H, dd, J = 14. 7, 6. 
9Hz),3. 31 (1H, d, J = 14. 7, 6. 9Hz), 4. 60 (1H, 
s), 7. 22-7. 35 (6H, m), 7. 78 (1H, dd, J = 8. 7, 2. 
4Hz), 7. 88 (1H, s), 7. 99 (1H, d, J.= 2. 7Hz), 8. 4 
1 (2H, s), 8. 66 (3H, s), 11. 21 (1H, s). 
#1 3 0 : ik&®%F%- 3 0 <Dit&®i(OW& 

Wfflb LT % 5-^on-2-tKn.^>-N- [3, 5 - fcf * ( h !) 7;Utn 
^f-jU) 7x=^] -<yXT5: K (fill (1) <D{k&&)* RTfN- (t e r t - 
'7Y* 9 S1IA''$—A') -L-T 0- (t e r t-7<?JU) 
^SrEwcfU 2 4 t n«<0»f^«rffv\ M^ftSr#fe. 
JRap : 8 7 . 6 % 

'H-NMR (CDC l 3 ) : 5 1. 4 2 (9H, s), 1. 4 2 (9H, s), 
2. 77 (1H, dd, J = 17. 1, 4. 8Hz), 3. 05 ( 1 H, dd, J 
= 17. 1, 4. 8Hz), 4. 6 7-4. 74 (1H, m), 5. 68 (1H, 
d, J=8. 4Hz), 7. 18 (1H, d, J = 9. OHz), 7. 52 ( 1 H, 
dd, J = 8. 4, 2. 4Hz), 7. 66 (1H, s), 8. 07 (1H, d, 
J = 2. 4Hz), 8. 36 (2H, s), 8. 93 (1H, s). 

m 3 1 : 3 1 v>qc&m<n>WM 
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WMt t"C, 5-^tio-2-t Ko^>-N- [3, 5 - If* (h!J7^tu 
pt^/L) 7^-/1-] ^X7 5 K («1 (1) <D4k&%l). RUN- (ter t - 
l/h^v-^MwU) -L-?>*$ ^Sfc 7- (ter t -^f^)V) zz.**r;V 
■&m^xm 24 t IBI«©lftf^SrfTVV «»ffc;£1&&#fc. 
Jfc^ : 83. 3 % 

X H-NMR (CDC 1 3 ) : 6 1. 38 (9H, s), 1. 41 (9H, s), 
2. 05-2. 26 (2H, m), 2. 42-2. 48 (2H, m), 4. 34- 
4. 41 (1H, m), 5. 39 (1H, d, J = 6. 9Hz), 7. 24-7. 
27 (1H, m), 7. 51 (1H, d d , J = 8. 7, 2. 7Hz), 7. 65 
(1H, s), 8. 00 (1H, d, J = 2. 7Hz), 8. 28 (2H, s), 9. 
0 2 (1H, s). 

W 3 2 : ^^##'3 2 ©flS-fr4fcO«3ft 

^HT, 2- [N- (ter t-7h^V*/l'^) -y-O- (ter 
t-^AO -a-L-W5^] [3, 5 - tf* 

(Ml7/^n^f;u) KyX75K'(flS^*#f 3 1) £^T0!j 

2 5 fcR*©*fls*:tfv\ SS^*#fc. 

JR* : 7 8. 1 % 

'H-NMR (CD 3 OD):5 2. 17-2. 29 (1H, m), 2. 35-2. 
47 (1H, m), 2. 63 (2H, t, J = 7. 5Hz), 4. 32 (1H, t, 
J = 6. 6Hz), 7. 3 5-7. 3 8 (1 H, m), 7. 68 (1H, dd, J 
= 8. 7, 2. 7Hz), 7. 72 (1H, s), 7. 89-7. 91 ( 1 H, m), 
8. 3 2 (2H, s). 
M 3 3 : 3 3 OfSJg 

I^ilt, 5-^Bo-2-tKB*V-N- [3, 5-f* (F!J7;VtB 
*5vU) 7i=;l'] ^X7^ K (#!l (1) (Dit^m. WN°, N'-v? (t 
e r t - ^h^rv-^^-/W)-L - ]) S^fc/B WC0!I 2 4 t PJ«©J*fts$rfrV\ 
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JfcsjR : 8 7 . 8 % 

1 H — NMR (CDC1 3 ) : S 1- 38 (9H, s), 1. 4 3 (9 H, s), 
1. 4 6- 1. 4 9 (4H, m), 1. 8 8- 1. 9 3 (2H, m), 3. 03- 
3. 17 (2H, m), 4. 27 ( 1 H, d d , J = 13. 2, 6. OHz), 4. 
5 8-4. 6 2 (1H, m), 5. 57 (1H, d, J = 5. 7Hz), 7. 21 
(1H, d, J = 8. 7Hz), 7. 50 (1H, dd, J = 9. 0, 2. 7Hz), . 

7. 65 (1H, s), 7. 99 ( 1 H, d, J = 2. 1Hz), 8. 28 (2H, 
s), 9. 0 4 (1H, s). 

M 3 4 : ^^J#-§- 3 4 Oft-a^Mit 

JTOi: UT, 5-^nn-2 - [N°, N'-v 5 (t e r t h*'>*A'#=/U) 
-L-y^] **S/-N- [3, 5 -If* 7^n^f/P) ^cc^U] 

KyX7 5 K (<ffc£-«J#-3-3 3) /BV>T0»I2 5 £fg]«©iJfef£S:fTV\ «jBrts£-!fc 

ifcs£ : 9 5 . 8 % 

1 H — NMR (DMSO-d s ) : S 1. 5 5 (4H, b r s), 1.9 1-2. 
02 (2H, m), 2. 72 (2H, d, J=4. 5Hz), 4. 23 (1H, b 
r s), 7. 49 (1H, d, J = 8. 4Hz), 7. 79 ( 1 H, dd, J = 

8. 7, 2. 7Hz), 7. 87 ( 1 H, s), 8. 00 ( 1 H, d, J = 2. 4 
Hz), 8. 01 (3H, bi s), 8. 45 (2H, s), 8. 88 (3H, b 
r s), 1 1. 3 4 (1H, s). 

m 3 5 : 3 5 <Dit&®<D§m 

WMtLX, 5-^BB-2-thW-N- [3, 5-fc** (M»7^o 
^A-) 7x-;l'] -<yX7 ^ K (#11 (1) ©{fc^teh MN- [N- (t e 
r t-7h^^M'^) -L-7x^77^1 -L-P'f^^t 
09 2 4 i:EI«©Jftf£«:fTV\ S«fc£*fc#fc. 
J&*£ : 3 2 . 6 % 

1 H — NMR (CDCI3): S 0. 87 (3H, d, J = 6. 3Hz), 0. 9 
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0 (3H, d, J = 6. 3Hz), 1. 38 (9H, s), 1. 5 4-1. 7 3 (3 
H, m), 3. 00 (1H, dd, J = 14. 1, 7. 2Hz), 3. 07 ( 1 H, 
dd, J = 13. 8, 6. 9Hz), 4. 44-4. 51 (1H, m), 4. 88 
(1H, br s), 6. 49 ( 1 H, d, J = 2. 4Hz), 7. 12-7. 2 
8 (7H, m), 7. 50 ( 1 H, dd, J = 8. 7, 2. 7Hz), 7. 66 (l 
H, s), 7. 98 (1H, d, J=2. 7Hz), 8. 33 (2H, s), 8. 9. 
6 (1H, s).. 

M 3 6 : <fb£-$J## 3 6 <Dfc£m<Dm& 

MMtl-X^ 2- {N- [N- (ter t - ~f h ^fl/U^AO -L-7x = 
;l/77=;V] -L-n-T^/W} ;ah*5/- 5 - * n n -N- [3, 5 - tf* ( hp 

:84. 3 % 

1 H — NMR (DMSO-d 6 ) : 5 0. 77 (6 H, t, J = 6. OHz), 1. 
53-1. 67 (3H, m), 2. 92 (1H, dd, J = l 4. 1, 8. 1Hz), 

3. 12 (1H, dd, J = 1 4. 4, 5. 4Hz), 4. 06 (1H, br s), 

4. 51-4. 56 (1H, m), 7. 2 3-7. 2 8 (6H, m), 7. 75 (1 
H, dd, J = 8. 7, 2. 4Hz), 7. 84 (1H, s), 7. 90 (1H, 
d, J = 2. 4Hz), 8. 23 (3H, s), 8. 4 0 (2H, s), 9. 12 (1 
H, d, J = 7. 2 Hz), 11. 22 (1H, s). 

0i]3 7 : it^-m^S 7<Di\&mV>Wk 

SRftbVX. 5-^oo-2-tKn^>-N- [3, 5-tf* (Ml7;l/to 
pt^/W) 7 = ^<yX7^ K (Ml (1) <D\Y&W), &tW- CN- (t e 

r t -y>^->*;^-;v) -0-O- (t er -a-L-7^ 

®Lm : 3 1 . 2 % 

1 H — NMR (CDC 1 3 ) : 5 0. 90 (3H, d, J=6. OHz), 0. 9 
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5 (3H, d, J = 6. OHz), 1. 37 (9H, s), 1. 43 (9H, s), 
1. 6 9- 1. 7 8 (3H, m), 2. 60 (1H, dd, J = 17. 1, 7. 5 
Hz), 2. 78 (1H, dd, J = 17. 1, 4. 5Hz), 4. 45-4. 5 
4 (2H, m), 5. 52 ( 1 H, d, J = 7. 2Hz), 7. 18 ( 1 H, d, 
J = 8. 7Hz), 7. 2 3- 7. 2 7 (1H, m), 7. 49 (1H, dd, J 
= 9. 0, 2. 4Hz), 7. 66 (1H, s), 7. 95 (1H, d, J = 2.. 
4Hz), 8.3 0 (2H, s), 8. 9 1 ( 1 H, s). 
^13 8: ffc-a^#-§-3 8(Dfc&m<D9m 

WMt L"C\ 2- {N- [N- ( t e r t-zf h^i/^/y^-^) _ ^ _ Q - ( t 
er t-zf^M - cc-L-TXs</U^;U] -L-n^>/V} 5 - f a 

p-N- [3, 5-tf* (H7;^n^^) 7 ^/u] -<yX7^ K (<fb-£ 

W^-3 7) £^-C#l2 5tPMf^\ ^IIte^£r#fc 0 
: 7 6 . 5 % 

'H-NMR (DMSO-d 6 ) : 6 0. 75 (6 H, t, J = 6. 6Hz), 1. 
53-1. 69 (3H, m), 2. 72-2. 89 (2H, m), 3. 49 (2H, 
br s), 4. 14 (1H, br s), 4. 43-4. 51 ( 1 H, m), 7. 
28 (1H, d, J = 8. 7Hz), 7. 7 0-7. 7 4 ( 1 H, m), 7. 87 
(1H, s), 7. 89 (1H, d, J = 2. 7Hz), 8. 30 (3H, s), 8. 
42 (2H, s), 9. 05 ( 1 H, d, J = 6. 9Hz), 11. 23 ( 1 H, 
s). 

M3 9 : te-a^#-§-3 9O{b£^C0§!B£ 

J^iLT. 5-^nn-2-t Kndp^-N- [3, 5 - tf* ( h ]) Z7 ?\>j»ru 
7^=.,v-\ -<yX7^; K (Ml (1) (Dfc&m, RUN- [N«, N« 
-S? (t e r t -z/h^^JJ/U-tf-sU) -L-JJS?/!/] -L-a-f ^^/B^T 

JtK^ : 4 4 . 5 % 

'H-NMR (CDCI3): J 0. 93 (3H, d, J = 6. OHz), 0. 9 
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8 (3H, d, J = 6. 0Hz), 1. 3 3-1. 4 0 ( 5 H, m), 1. 40 (9 
H, s), 1. 44 (9H, s), 1. 7 2- 1. 8 5 (4H, m), 2. 87-2. 
93 (2H, m), 4. 01-4. 07 (1H, m), 4. 56-4. 61 ( 2 H, 
m), 5. 22 (1H, br s), 6. 65 ( 1 H, br s), 7. 17 (1H, 
d, J = 8. 4Hz), 7. 48 (1H, dd, J = 8. 7, 2. 7Hz), 7. 
64 (1H, s), 7. 87 (1H, s), 8. 33 (2H, s), 9. 58 (1H. 
s). 

i4 0 : 0 <Dit&m<DW& 

MtU, 2- {N— [N a , N*-v? (ter t -7 h*f*A<tf=-A') -L 
- x )'y;V\ -L-tiJ t^i/-5-^nn-N- [3, 5 - tf* ( h y 7 
/v^-n^f-jv) 7x^] ^yX7 5 K Ofb-8^## 3 9) £fflV>T#)2 5tlf 

ifc^ : 8 6 . 8 % 

'H-NMR (DMSO-d 6 ) :5 0. 7 3 (3H, d, J=6. 3Hz), 0. 
76 (3H, d, J = 6. 3Hz), 1. 41-1. 79 (9H,.m), 2. 67 
-2. 76 (2H, m), 3. 86 (1H, br s), 4. 45-4. 51 (1 
H, m), 7. 27 (1H, d, J = 8. 7Hz), 7. 74 (1H, dd, J = 
8. 7, 2. 7Hz), 7. 88 ( 1 H, s), 7. 90 ( 1 H, d, J = 2. 4 
Hz), 8. 00 (3H, s), 8. 37 ( 3 H, s), 8. 45 ( 2 H, s), 9. 
14 (1H, d, J = 7. 2Hz), 11. 32 (1H, s). 

0N i : {t/^#-e-4 i vit&ywmm 

(1) 2- { N— [N— (tert-yF^r^^) -L-n^>>/^] - 
L — y 3i ~)VT y ttis- 5-^un-N- [3, 5 - tf 7. ( f y 
p^^vP) 7i^] -<yX7 5 K 

JWMbLX, 5-^nn-2-tKo^>-N- [3, 5 - tf ^ (hU:7/M-p 
;*?VW) -7 =.=.)V~\ -<>XT5 K (Ml (1) <Dit^m), MN- [N- (t e 
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#j2 4tmmo^^m\ mmik&yvzmco 

J&* : 3 8 . 5 % 

1 H — NMR (CDC 1 3 ) : 5 0. 9 3 (6 H, s), 1. 4 1 (9H, s), 
1. 6 5- 1. 7 9 (4H, m), 3. 34 (2H, d, J = 7. 5Hz) ,4. 
5 4-4. 6 2 (1 H, m), 5. 11 ( 1 H, d, J = 7. 2Hz), 5. 18 
(1H, d, J = 7. 2Hz), 7. 21-7. 28 (5H, m), 7. 47 ( 1. 
H, dd, J = 8. 4, 2. 4Hz), 7. 52 ( 1 H, s), 7. 60 (1H, 
d, J = 2.. 4Hz), 7. 64 (1H, d, J = 7. 8Hz), 7. 91 (2H, 
s), 9. 0 6 (1H, s). 

(2) 5-^nn-2- [N- (L-o-f^) — L — 7*=/l'77=/l'] ^^r 
v--N- [3, 5-tr* ( MJ 7Ao*-n*?vV) 7x=^] 'iyXT^ K %S 
m (fl2-a-«5##-4 1) 

iiiLX, 2- {N- [N— (ter.t-ZF^^/l'*^) -L-n-ff 
/W] -L-7x^U77-/H [3, 5-tf* (hU 

jjjj^ -.71.7% 

l H-NMR (DMSO-d 6 ) : 5 0. 66 (3 H, d, J = 6.0Hz),0. 
71 (3H, d, J = 6. 0Hz), 1. 55-1. 61 (1H, m), 1. 70 
-1. 79 (3H, m), 3. 06 (1H, dd, J = 13. 8, 10. 2Hz), 
3. 25 (1H, dd, J = 13. 8, 4. 8Hz), 4. 08 ( 1 H, m), 4. 
7 3-4. 8 0 (1H, m), 7. 21-7. 27 (1H, m), 7. 29-7. 
35 (2H, m), 7. 42 (2H, d, J = 7. 2Hz), 7. 45 (1H, d, 
J = 2. 7Hz), 7. 68 (1H, dd, J = 8. 7, 2. 7Hz), 7. 79 
(1H, s), 8. 33 (2H, s), 8. 57 (3H, s), 9. 08 (1H, d, 
J = 8. 1Hz), 11. 0 9 (1H, s). 
0*14 2 : <ffr£#l#-S§-4 2(Dit&m(Om& 
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(1) 2- {N— [N- ( t e r t - ^^^;VJf*^) - 0-0- ( t e r 

^nn-N- [3, 5 -If* (H/7^o^f^) 7x-^] ^X7 5 K 
g^t LT, 5-^dB-2-kKn^-N- [3, 5 -If* (H7;^n 
ptfTU) 7x=;v] ^yX7 5 K («1 (1) ©UW^ RtW- [N- (t e 
r t h^^^7/U7j?=:/U) — /3 — O — ( t e r t -Zff-fr) -a-L-TX/< 

Jt2^ : 19. 6% ■ 

1 H — NMR (CDC1 3 ): S 1. 40 (9H, s), 1. 44 (9H, s), 
2. 78 (1H, dd, J = 17. 4, 4. 5Hz), 3. 02 (1H, d d , J 
= 17. 1, 4. 8Hz),3. 39 (2H, d, J = 7. 5Hz), 4. 82- 
4. 85 (1H, m), 5. 07-5. 15 (1H, m), 5. 83 ( 1 H, d, 
J = 8. 7Hz), 7. 13 (1H, d, J = 8. 7Hz), 7. 29 (5H, m), 
7. 48 (1H, dd, J = 8. 7, 2. 7Hz), 7. 50 (1H, s), 7. 
57 (1H, d, J = 7. 8Hz), 7. 69 ( 1 H, d, J=l. 8Hz), 7. 
8 8 (2H, s), 9. 0 7 (1 H, s). 

(2) 2- [N— (a-L-T^^V^/W) -L-7x^;V77-^] 
5-^nn-N- [3, 5-^* ( h V 7 JVirxi } ^/U) 7x=^] ^^X7^ 
K ({b^##4 2) 

JBCft*: It, 2 - {N- [N- ( t e r t h -0 -O- ( t 
er t -:/fvV) -a-L-T^^/W^] -L-7x= /^7^— /W t^fi/- 
5 _^ aci _ N _ [ 3> 5-tf* (h^A'to^f^) 7x=^] XT 5: 

Ifcif* : 6 7. 4 % 

'H-NMR (DMSO-dj) -8 2. 8 2-2. 9 6 (2H, m) , 3 . 11 
-3. 17 (1H, m), 3. 24-3. 31 (1H, m), 4. 60-4. 68 
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(1H, m), 4. 8 8-4. 9 5 (1H, m), 6. 97 (1H, d, J = 8. 
7Hz), 7. 18-7. 23 (1H, m), 7. 2 6 - 7. 3 6 (4H, m), 7. 
44 (1H, dd, J = 9. 0, 2. 7Hz), 7. 80 ( 1 H, s), 7. 98 

(1H, d, J = 3. OHz), 8. 31 (4H, s), 9- 13 ( 1 H, d, J 
= 7. 8Hz), 11. 12 (1H, s), 12. 04 ( 1 H, s). 
m 4 3 : 4 3 ©fc£-«0©§4ig 

(D 5 _^ an _2-t Kc^vz-N- [3, 5 -If* ( Mi 7/^0^^) 

5 _^ nn _2-fc Fn^-y-N- [3, 5-tf* (h V 7^to^;v) 7 
x^] ^<yX7U* (il ( 1 ) ; 3 . 8 4g, 1-Ommol) 

^;-;k(10 0mL) 2m&fc&{ki~hV9J*&tefetSmL, 10 

mrno 1) ZMz-, M-Cl^Wa»Ufc 0 »*t«r«EE«*U-C, MM{t&Vo<D 
&&mW- (4. 0 6g, 10 0%) Srifc, 

l H — NMR (DMSO— d 6 ) • 5 6. 4 3 (1H, d, J = 8. 7Hz), 6. 
97 (1H, dd, J = 8. 7, 3. OHz), 7. 59 ( 1 H, s), 7. 62 
(1H, d, J=3. OHz), 8. 29 (2H, s). 

( 2 ) 5-^0-2- h^TJ/Mfn/W) ^i/-N- [3, 5 -If* (b 

2-t Kn^fv— N- [3, 5-tf* (M)7/l/to^f;V) 7 
s^AO /<yX7? K 1^- h 9 "7^& (2 0 Omg, 0. 4 9mmo 1 ) <Z>-r 
h7tKn77y(5mL) * oo^f^ (4 2 *i L, 0. 

5 4mmo 1) SriOx., O^IBHIl#Ufc. 'EJfca£*«r*fc*>«\ ^ 

S6B# (17 1. 2mg, 78. 6%) 
X H — NMR (DMSO— d 6 ) : 8 3. 8 0 (3H, s), 7. 48 (1H, d, 
J = 8. 7Hz),7. 74 (1H, dd, J = 8. 7, 2. 7Hz), 7. 87 
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(1H, s), 7. 92 (1H, d, J = 2. 7Hz), 8. 36 (2H, s), 1 
1. 11 (1H, s). 
#14 4: ^£-^#-§-4 4 <D\\&m<VW£. 

5-^na-2-tKodfi/-N- [3, 5 - fcf * ( MJ ^A^a * fvP) 7^ 
— /I/] /<yX7 5; K 1 ( 1 ) 4>fc€4g ; 0 . 2 0g, O.'52mmol) O 
f h7tKn77^ (4mL) MJ^/UT$^(0. 1 5mL, 1. 

0 7mmo 1 h p« * —1^9 a!) K (45^L, 0. 5 8 mm o 1 ) 

JEg5feLT#btb7tM$r->y tsf)Vijy n-r h^77^- (n — >*if 

^ai^=3 : 1 — 2 : 1) T*ftMbT, £Sfb£-*5 <D & (2 14. 

3 m g , 8 9. 2 %) 

1 H— NMR (DMSO-d 6 ) : 8 3 . 4 3 (3 H, s ), 7. 5 9 ( 1 H, d, 
J = 8. 7Hz),7. 77 (1H, dd, J = 9. 0, 2. 7Hz), 7. 87 
(1H, s), 7. 91 (1H, d, J = 3. 0Hz), 8. 36 (2H, s), 1 

1 . 1 4 (1 H, s ). 

M4 5 : 5(D{k$Vl<DW& 

Jg^tLT, 5-^nn-2-tKn^7-N- [3, 5 - fc** (h!J7;^ 
n*?vw) 7i^] ^X7$ K (Ml (1) <Dtt&m)s 

JR* : 8 6 . 1 % 

1 H — NMR (DMSO— d 6 ) : 5 0. 91 (3H, t, J = 7. 2Hz), 1. 
71-1. 83 (2H, m), 3. 5 2-3. 5 7 (2H, m), 7. 53 (1H, 
d, J = 8. 7Hz), 7. 75 (1H, dd, J=8. 7, 2. 7Hz), 7. 
86 (1H, s), 7. 88 (1H, d, J = 3. 0Hz),8. 36 (2H, s), 
11. 16 (1H, s). 
0114 6 : ft-frW*4 6 ©^ftO|43t 
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EMblsX. 5-^ up- 2- t Kn^v'-N- [3, 5 - tf * (Mi7;Uto 
^^•/u) ^yxr^ K (fill (l) <D{k&m). RXf2-7 m w<^X* 

&m : 5 9. 7% 

1 H — NMR (CDC1 3 ):5 1. 5 7 (6H, d, J = 6. 9Hz), 3. 5 
4-3. 68 (1H, m), 7. 41 ( 1 H, d, J = 8. 7Hz), 7. 54 (1 
H, dd, J = 8. 7, 2. 7Hz), 7. 67 (1H, s), 7. 87 ( 1 H, 
d, J = 2. 7Hz), 8. 21 (2H, s), 9. 10 ( 1 H, s). 
M4 7 : <ffc^##4 7 O^tlOMit 

HfJ^UT, 5-^DD-2-fc Kndf^-N- [3, 5 - fcf * (M)7Mn 
^/v) 7^^] ^X7 5 K (031 (l) <Dik&m. RTfs<y y-;vx.^* 

IR^ : 8 4 . 8 % 

1 H — NMR (DMSO-d 6 ) : 5 2. 1 9 (3H, s), 7.24 ( 2 H, d, 
J = 8. 4Hz) ,7. 36 (1H, d, J = 8. 7Hz), 7. 60 ( 2 H, d, 
J = 8. 4Hz), 7. 73 (1H, dd, J = 8. 7, 2. 7Hz), 7. 77 
(1H, d, J = 2. 7Hz), 7. 86 (1H, s), 8. 19 (2H, s), 1 
0. 8 0 (1 H, s). 
#14 8 : it^mm^A 8 (D\t%m<OW8k 

5-^na-2-tKn^'>-N- [3, 5 - tf* (by^/l^n^^) 7^ 
=.jv\ ^<yX7 5K l h V £ a*£ (ffl 4 3 ( l ) (Dfc&m ; 0 . 2 0 g , 0 . 
4 9mmo 1 ) Or h 7 t Y^yyV (4mL) fctfiT. N, N-v^ 

f/^/l'7 7 ; e^;^oy K (5 2^L, 0. 4 8mmol) *1$\z., 1 
2B#F^^bfCo £ktCN, N-^W/V7 7^^^ a ]) F (4 0 » L, 
0. 3 7mmol) &Jn;U 6 Otf 6 H^M^TCo KlS^I^Tkt-fctt, 
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( n : g£®»zc?vW=4 : 1) t'ilbt, gifll^ftO 6&ff£ H H H 

(230. 7mg, 95. 9 %) 

'H-NMR (DMSO-d 6 ) : 5 2 . 8 5 ( 6 H, s .), 7 . 5 3 ( 1 H, d , 
J = 8. 7Hz), 7. 74 (1H, dd, J = 9. 0, 2. 7Hz), 7. 86 
(2H, d, J = 2. 7Hz), 8. 38 (2H, s), 11. 16 (1H, s). 
#14 9 : {b£-^#-5§-4 9©fl2^fe©«36 

5-^Pti-2-th'n^>-N- [3, 5 -If* (F^/^a^f/P) 7x 
^yX75 K (00 1 (l) <Dik&ya;0. 4g, lmmol) ot°yv/^ 
(1 OmL) ^{CH^b-f^^- t°y S^flteft: (664mg, 4mmo 1 ) 

fcM^S^^ (1 5mL) T?*RL^ ^^7KT*jl|I^?fe^. MtK^ 

P7t-;^tlfU, aHUflS^ftW^feft* (4 2 5mg, 8 7. 9%) & 

#fCo 

1 H — NMR (DMSO-d 6 ) : 5 7, 51 (1H, d, J=8. 7Hz), 7. 
61 (1H, dd, J=8. 7, 2. 7Hz), 7. 70 ( 1 H, d, J = 2. 7 
Hz), 7. 85 (1H, s), 8. 36 (2H, s), 11. 04 (1H, s). 
MSO : 5 0 <Dik&yo<Dm& 

5-^nD-2-tKD^>-N- [3, 5 -If* (h!)7;Vto^f^) 7i 
^yX7 5 K («1 ( 1 ) <0\Y&*fo ;0. 2g, 0. 5mmol) (DT± 
h=hy;v (8mL) T/w^^#HMT. 0°CT% Battft^lX (4 0 1 

mg, 5. 6mmol), ^yynlf/VxW^ (141mg, 1. 1mm 

oiK ^ ^7 5: / 1? y (MS) . m y ^Sfe^^s?^ ( 1 9 8 m g , 

0. 7mmo 1) SrJH&AO*.* ftVN-CPi§.t?4 0#M«#Lfc. RJ&»£"*«:fflF 
Idac^/V (5 OmL) T?#&U 2&£&Ifex 7k fflfn**fcK"T?)G2fc3feHK MtK 

txi-? V?77 J- (n-^^f-^ : #S6^5vlf = 3 : l) Tfllt, » 
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^©fifeS* (3 3 8mg, 10 0%)£#fc„ 

1 H — NMR (CDC 1 3 ) : 5 5. 04-5. 17 (4H, m), 7. 15 (l 
H, dd, J = 9. 0, 1. 2Hz), 7. 2 2- 7. 3 3 (1 1 H, m), 7. 
61 (1H, s), 7. 85 (1H, dd, J = 2. 7, 0. 9 Hz) 8. 20 (2 
H, s), 9. 2 5 (1H, s). 
W51 : it&M^ 5 1 ©fc£-«J©ffiii 

5-^00-2- X7* — S) ^v'-N- [3, 5-tT 

* (Hl7^n>f^) -iyX7 5 K Mb^tltf 5 0 ; 10 0m 

g, 0. 1 6mmo 1) (OmSt^A^ (1 OmL) *KUl*»fl5A«9^^A-lSt 
m (10mg) &MtL, 7kli#IS^T> gi&T? 1 B*ia»# Lfc c RfSa-frttSr-fe 
7>T Mi, *«E«r»EE«*L"T\ *Hfl2^»Ofi6»5f5 (7 8mg, 1 0 0%) 

1 H — NMR (DMSO-d 6 ) : 5 7. 41 (1H, dd, J=9. 0, 1. 
2Hz), 7. 63 (1H, dd, J = 9. 0, 2. 7Hz), 7. 70 ( 1 H, 
d, J = 3. OHz), 7. 84 (1H, brs), 8. 40 ( 2 H, s), 11. 
3 5 (1 H, b r s). 
#J 5 2 : \\&m%r% 5 2 ©fl?&*©»36 

5 p a- 2 -7*— — 7 N- [3, 5-tf* (MJ7/^ 

P^f/H 71=^1 ^yX7 5 K (fl^M^ 5 1 ; 1 0 2mg, 0. 2mm 
o 1 ) <D^? J—JV (2mL) &8EK: % h y h^i^K (1 8 m g , 0. 

3mmo 1) SrAQ*., ii&t*3 0«^Lfc t ig&£«jBEe* bTft&ftfc& 
g^n— ^ty/»f;K*lffilt, «Ift^«5©«fife»* (1 10m 
g , 10 0%) £r#7c 0 

'H-NMR (DMSO-d 6 ) : 8 7. 30 (1 H, d, J = 8. 7Hz), 7. 
52 (1H, dd, J = 8. 7, 2. 7Hz), 7. 63 (1H, d, J = 2. 7 
Hz), 7. 77 (1H, brs), 8. 52 (2H, s). 
^15 3: 5 3 <D\k&m 
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H^utfzi- K#-t : 2 3 8- 2 2 
M5 4 : {^m^ 5 4 <Dfc-^t!<Z>Si}£ 

5-^DP-2-tKn^-N- [3, 5 - tf ^ ( MJ 37^ 
^<yX7 5: K (ffl 1 ( 1 ) <D\\^m ;0. 10g, 0. 26mmol) © 
Th7tKn77V (2m L) T/W=iV#Hin^ O^T* h y ^fvl-T 

\y (0. 0 5 5mL, 0. 3 9 mm o 1 h >f V '>7y^ V f/v ( 3 3 . 
3mg, 0. 39mmol) Srftlx.. £JfSil-&ft lc 1 & 

m^j-jisx-mmfcwvx^ mmit&yotD (3 3m g , 27. 0%) 

'H-NMR (CDCI3): « 1. 21 (6H, d, J = 6. 3Hz), 3. 8 
4-3. 93 (1H, m), 5. 24 (1H, d, J = 7. 2Hz), 7. 07 (1 
H, d, J = 8. 7Hz), 7. 40 ( 1 H, dd, J = 8. 7, 2. 7Hz), 
7. 61 (1H, s), 7. 72 (1H, d, J = 2. 4Hz), 8. 09 (2H, 
s), 9. 08 (1H, s). 
W 5 5 : fb-a*^## 5 5 ©te<£fc©ffijg 

JDRfl-iU-C, 5-^BB-2-tKti^-N- [3, 5 - If* (M)7;l-tn 

7x=/i/] ^yX7$ K (#U (i) <o\Y&m), ~&XM y^r^-o- 

ft* : 4 8. 2% 

'H-NMR (DMSO-d 6 ): 6 4. 21 ( 2 H, d, J = 6. 0Hz), 7. 
12-7. 15 (3H, m), 7. 2 0-7. 2 3 (2H, m), 7. 34 (1H, 
d, J = 8. 7Hz), 7. 65 (1H, dd, J = 8. 7, 2. 7Hz),7. 
80 (1H, d, J = 2. 7Hz), 7. 85 (1H, s), 8. 40 (2H, s), 
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8. 41 (1H, t, J = 6. 3Hz), 11. 03 (l.H, s). 
m 5 6 : 5 6 (Dit^<DUm 

WMtLX, 5-^BB-2-fcKn*'>-N- [3, 5 - tf * ( h V 7 

7 K (011 1 (1) <Dfc&m, 2 —4 V i^Ti~ b 

JRS£ : 4 0 . 3 % 

1 H — NMR (DMSO— d 6 ) : 8 1. 12 (3H, t, J = 7. 2Hz), 3. 
76 (2H, d, J = 6. 0Hz),4. 0 2 (2 H, q, 1 = 7. 2Hz), 7. 
31 (1H, d, J = 9. 0Hz), 7. 65 (1H, dd, J = 8. 7, 2. 7 
Hz), 7. 80 (1H, d, J = 3. OHz), 7. 84 ( 1 H, s), 8. 30 
(1H, t, J = 6. OHz), 8. 37 (2H, s), 10. 98 ( 1 H, s). 
m 5 7 : it^m^- 5 7 <Dik<9t®<Dmj£ 

5-^nn-2- {N- [(^ f ^r^-fr jVtS-jV) M -fr^ci/ 

— N— [3, 5-1:** (f> !J 37/l^u^^vV) -OX7^ K Mb-&4fc 

#^-5 6 ; 70mg, 0. Hamol) «9f h5k Ko7?^ (3ml) ^ 
{d, 7k (0. lmL), m$mi (3m) 6 0°CT*1 l«WL7c: 0 SJES 

m<D&&m& (6 1. 4mg, 93. 2%) £#7cio 

X H — NMR (DMSO-de) -8 3. 68 (2 H, d, J = 6. OHz), 7. 
31 (1H, d, J = 9. OHz), 7. 65 (1H, dd, J = 9. 0, 2. 7 
Hz), 7. 79 (1H, d, J = 2. 7Hz), 7. 83 (1H, s),8. 19 
(1H, d, J = 6. OHz), 8. 36 (2H, s), 10. 98 (1H, s), 
12. 62 (1H, brs). 
M 5 8 : <fh£-t)#-5§- 5 8 <Dit^<D^m 

mitLX, 5-^nn-2-t Kn^-N- [3, 5-t:** U y 77V*n 
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*?->V) 7x=^] K (Ml (1) Ofc&m. &t>* (S) - (-) - 

: 6 2 . 5 % 

1 H-NMR (CDC1 3 ): 5 1. 46 (3H, d, J = 7. 2Hz), 3. 7 
5 (3H, s), 4. 37 (1H, m), 5. 92 ( 1 H, d, J=7. 8Hz)., 
7. 13 (1H, d, J = 8. 7Hz), 7. 47 (1H, dd, J = 8. 7, 2. 
7Hz), 7. 64 (1H, s), 7. 82 (1H, d, J = 2. 7Hz), 8. 1 
5 (2H, s), 8. 7 8 (1H, s). 
#J 5 9 : <fbl^%#-§- 5 9 W^^tlOMit 

WMtLX, 5-^PP-2-tKn^i/-N- [3, (hy7;^n 

^,10 7x-;i/] ^yX7^; k (Mi (1) tfHfc-a-'&i), Rtf (S) - (-) - 

2 — f y */Tf- V- 3 -7x-;v/a Vlr^WL* ^-/VSrfflV^T^ 5 4 £ H*£tf>^ 
nam : 5 3 . 0 % 

1 H-NMR (CDC 1 3 ) : 5 3. 15 (2H, dd, J = 6. 0, 4. 2H 
z), 3. 75 (3H, s), 4. 66 ( 1 H, dt, J = 7. 2, 6. 0Hz), 
5. 74 (1H, d, J = 8. 1Hz), 7. 0 4-7. 08 (3H, m), 7. 

2 0-7. 2 7 (3H, m), 7. 45 ( 1 H, dd, J = 8. 7, 2. 7Hz), 
7. 63 (1H, s), 7. 81 (1H, d, J = 2. 7Hz), 8. 11 ( 2 H, 
s), 8. 7 2 (1H, s). 

M 6 0 : 6 0 ©fb£*b<DK3£ 

JH^tLT, 5-^PO-2-t Kp^>-N- [3, 

7*=^/] -<yX7? K (Ml (1) ©fl^fch (S) - (-) - 
2-/fy*/7th-3- (tert-7F^y) 7n \£*V&l* ^XM 

HX^s : 26. 0 % 
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l H-NMR (DMSO-d 6 ): 8 3. 51 ( 2 H, d , J = 5. 1Hz), 3. 
57 (3H, s), 4. 17 (1H, dt, J = 8. 4, 5. 1Hz), 7. 30 
(1H, d, J = 8. 7Hz), 7. 65 ( 1 H, dd, J = 8. 7, 2. 7Hz), 
7. 80 (1H, d, J = 2. 7Hz), 7. 83 ( 1 H, s),8. 27 ( 1 H, 
d, J = 8. 1Hz), 8. 39 (2H, s), 10. 94 (1H, s). 

«6i= \^m^% 6 1 (Dit&voomm: 

2- [N- (#/M^>;* zf-jv) #/w<^ fls] t^'>-5-^nn-N- [3, 
5 - If* ( h l> 7A/*P^ fyU) 7x=/V] ^yX7 ^ K 5 7 ; 0 . 

2 0 g, 0. 4 1 mmo 1 ) y >?/ y (4mL) 

tK^T. L-7*=/l/7? = :/ ( t e r t -^5vU) x^f/UgSfi (15 9. 
4 m g , 0. 6 2 mmo 1 K 1 — t KndfXyy h y7/-;V (8 3. 6 m g , 
0. 6 2 mmo 1 h WS C-HC 1(158. 2mg, 0. 8 2 mm o 1 ) SrTJP 

»iftSr'»JEe*UT»fetL/t:»aE*^y *^7A^n7 F^7-f- (n- 

^Mf-y :ftBfc*7vl'=3 : 2-»l : 1) X*»M. n ^tVtg H H 0 ftLt, 

Mfcra-fe© (15 7. 9 m g , 5 6 . 0 %) £#/c 0 

'H-NMR (CDC1 3 ): 5 1. 40 (9H, s), 2. 96-2. 99 (2 
H, m), 3. 86 (2H, d, J = 5. 7Hz), 4. 72 ( 1 H, dt, J = 
7. 5, 6. 0Hz), 6. 12 (1H, m), 6. 35 ( 1 H, m), 7. 06- 
7. 12 (3H, m), 7. 2 0-7. 2 6 (3H, m), 7. 44 (1H, dd, 
J = 8. 7, 2. 4Hz), 7. 62 (1H, s), 7. 79 (1H, d, J = 2. 
4Hz), 8. 15 (2H, s), 9. 00 ( 1 H, s). 
09 6 2 : 6 2 O^^Oftjfi 

(S) - 2- [N— ({N— [1- (t e r t - ^ h 3^;&/V#=A0 - 2-37^ 

^./loLfvk] ^j/w<^y(/u} ^^vu) 5 — n a— N — 

[3, 5 -If* (MJ7/Uto^f;U) 7i=;V] -<yX7 5: K (^^#-§-6 
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1 ; 1 0 6 m g , 0. 1 5 mm o 1 ) &££fczk3SS/ftik*?vl'j£ffi ( 1 m 

^fflbfc^MifcL-c, mmikiz®<nb&®* (8 i mg , 

8 3. 2 %) £#/fc 0 

1 H — NMR (DMSO-d 6 ) : 5 2. 8 4 (1 H, dd, J = 13. 8, 9. 
OHz), 3. 01 (1H, dd, J = 13. 8, 5. 1Hz), 3. 60 ( 1 H, 
t, J = 6. 6Hz), 4. 37-4. 45 (1H, m), 7. 15-7. 26 (5 
H, m), 7. 30 (1H, d, J = 8. 4Hz), 7. 65 ( 1 H, dd, J = 
8. 7, 2. 7Hz), 7. 80 ( 1 H, d, J = 3. OHz), 7. 83 (1H, 
s), 8. 05 (1H, t, J=9. OHz), 8. 18 ( 1 H, d, J = 7. 8 
Hz), 8. 36 (2H, s), 10. 98 (1H, s). 
Me 3 : ^^#-§"6 3©fls£4fe©JIBS 

M&bLX, 2- [N- (%;uy$3ci/?L^ju) #;w^^f/K| jsr**y- 5-^n 
n-N- [3, 5-k'^ (M)7/l/tn^f;l/) y -<l/XT % K Offc£- 
^#■§•5 7), RUL-T^^y^^m *J (t e r t -^/w) x^r«I 

JR* : 35. 7 % 

1 H — NMR (DMSO-d 6 ) : 5 1. 36(18 H, s), 2. 46-2. 5 
4 (1H, m), 2. 62 ( 1 H, dd, J = 16. 5, 6. OHz), 3. 64 
(2H, d, J = 6. OHz), 4. 46 ( 1 H, dt, J = 7. 5, 6. 6Hz), 
7. 31 (1H, d, J = 8. 7Hz), 7. 65 (1H, dd, J = 9. 0, 2. 
4Hz), 7. 80 (1H, d, J = 2. 7Hz), 7. 83 ( 1 H, s), 8. 1 
1 (1H, t, J = 6. OHz), 8. 20 (1H, d, J = 8. 4Hz), 8. 
3 7 (2H, s), 10. 9 7 ( 1 H, s). 
Me 4 : <b^##6 4<D{£&to<D9m 

BRftbVT, (S) -2- [N- ({N- [1, 2—2? (t e r t -Z? ' Y**/* )V 
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N— [3, (hi) 7^3*-n*7vl/) 7 a.-*] ^X7? K OfL£-^# 

■^•6 3) *m^xm6 2 tmm(Dm / E$:fi\<\ mmit^^n± 0 

J|X^ : 7 4 . 0 % 

1 H — NMR (DMSO-d 6 ) : 5 2. 5 6 (1 H, dd, J = 16. 5, 6. 
6Hz), 2. 66 (1H, dd, J = 16. 5, 5. 7Hz), 3. 65 (2H, 
d, J = 6. OHz), 4. 53 (1H, dt, J = 8. 1/ 6. 3Hz), 7. 
32 (1H, d, J = 8. 7Hz), 7. 65 (1H, dd, J = 8. 7, 3. 0 
Hz), 7. 79 (1H, d, J = 2. 7Hz), 7. 83 (1H, s), 8. 09 
(1H, t, J = 6. 3Hz), 8. 23 ( 1 H, d, J = 8. 1Hz), 8. 3 
7 (2H, s), 10. 97 (1H, s), 12. 2-12. 9 (2H, br). 
M 6 5 : 6 5 (Dfc&toKOWt 

mPttLX, 2- [n- (jfr/wtf^e/^yv) **i/-5-?u 

d-N- [3, 5-tf* (MJ 7/P^-n^^V') 7 ^ ^yXT^Kto 
^#-§"5 7), XW- (t e r t -^h^v') ^#^-L-y^V (t 

e r t -zf^/v) ^* z r>\smmM.*m^xmQ 1 fcpi«©*f^srnv\' usAs-a- 

W : 14. 3 % 

1 H— NMR (DMSO-d 6 ) : 6 1. 18-1. 43 (4H, m), 1. 36 
(9H, s), 1. 37 (9H, s), 1. 51-1. 64 (2H, m), 2. 84 
(1H, t, J = 6. 6Hz), 2. 86 ( 1 H, t, J = 6. 3Hz), 3. 6 
4-3. 68 (2H, m), 4. 02-4. 10 ( 1 H, m), 6. 71 ( 1 H, 
m), 7. 32 (1H, d, J = 8. 7Hz), 7. 65 ( 1 H, dd, J = 8. 

7, 2. 7Hz), 7. 80 (1H, d, J = 2. 7Hz), 7. 82 (1H, s), 

8. 01-8. 06 (2H, m), 8. 37 (2H, s), 10. 93 (1H, s). 
M 6 6 : it&m^ 6 6 (Dit&m 
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*^o^n- K## : S71824-6 

me 7 it&mm^e 7 (ofc&fyvmm. 

5-^nn-2-tKn^>-N- [3, 5 - if X (h!)7^ta^f^) y ^ 
^yX7 ?K (II ( 1 ) (Dik&m ; 1 . 15g, 3mmol), tli^y 
(2 8 5mg, 3. 6 mm o 1 ) <Dy" hy t Ko 77 "s (1 OmL) >K 
&T> N, N-^f^;l//^;^o!J K (304/jL, 3. 3mmo 1). 

*Mx., ftv^sit 3 . 5 i$Nft# l/cc at&a^*ic h y ^^^r ^ ^ ( o . 

5mL', 3. 6mmo 1 h N, N — v 1 ^ =f-)Vfj ;V^7 o y K ( 3 0 4 ju L , 

3. 3mmo lh tfy^(110mg, 0. 9mmo 

1) SrAD*. ^Clfif2 0WLfc o S(£il^t2|^ (6mL) 
RT^tK (3 OmL) ^nxf^^^-CtttHUfCo g»^5Vujf fifP^Jfe 

©fi£@#: (1. 2 9g, 9 4. 2%) Sr#fc. 

1 H — NMR (DMSO-d.) : 5 2.8 1 ( 3 H, s), 2.9 8 (3H, s), 
7. 36 (1H, d, J = 8. 7Hz), 7. 66 (1H, dd, J = 8. 7, 2. 
4Hz), 7. 80 (1H, d, J = 2. 4Hz), 7. 84 ( 1 H, s), 8. 3 
5 (1H, s), 11.03 (1H, s). 
M 6 8 : -fb-g-4fcl#-5§- 6 8 ©fb-g^©§|Jit 

5-^no-2-t Ko^>-N- [3, (M)7/Vtn>f^) y 

5 K (09 1 ( 1 ) ; 0 . 20g, 0. 52mmol) © 

fc'I/^V (3mL) *M{C, N, N-^fvUjfr/U/^E-^/l^ c y K (8 On L, 
. 0. 6 3mmo 1) £AD;i, 6 0 o CT*4^m^Lfc o 2 

*-7VW/n -^I^TigffMfcLT, tIM^#»©e^B H B (2 3 1. 2mg, 

9 2.1 %) £#/c„ 

'H-NMR (CDC 1 3 ) : 5 1. 16 (3H, t, J = 7. 2Hz), 1. 2 
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0 (3H, t, 3 = 7. 2Hz), 3. 41 (2H, q, 3 = 7. 2Hz), 3. 
45 (2H, q, 3 = 7. 2Hz), 7. 05 (1H, d, J = 9. 0Hz), 7. 
4 4 (1H, dd, J = 9. 0, 2. 7Hz), 7. 62 ( 1 H, s),7. 70 
(1H, d, 3 = 2. 7Hz), 8. 09 ( 2 H, s), 9. 25 (1H, s). 
#16 9 : fls£*#-£ 6 9 $><fc£4b©*36 

5-^ p n-2 - t Kndf->-N- [3, 5 -If* (F!)7/^n^f;i') 7^ 
-<^XT $K (Wl ( 1 ) <D{k&%l ; 0 . 20g, 0. 52mmol) © 
rF7t Kn77^ (3mL) fc&ifcfc:, N-t< fA'-N-7s=^#/i'^>f 
o y K (10 5. 8 m g , 0 . 62 mm o 1 ) % h V x-f-A'T 5: V ( 0 . 2 m 
L, 1. 4 3mmo 1 )> fy i/V (1 Omg) £SL 

M-ffc^^&fe©* (2 3 9. 3m g, 8 9. 0%) <ar#7c 0 
1 H — NMR (DMSO-d 6 ) :5 3. 28 (3 H, s), 7. 15-7. 34 
(5H, m), 7. 39 (1H, d, J = 8. 4Hz), 7. 66 (1H, dd, 
J = 8. 7, 2. 4Hz), 7. 81 (1H, d, J = 2. 4Hz), 7. 87 (1 
H, s) ,8. 34 (2H, s), 11. 00 (1H, s). 
#1 7 0 : 7 0 ©fc£-*©R3i 

WMtVX, 5-^ao-2-tKn+v/-N- [3, 5 -If* ( h y ^/l^n 
^^) 7x=;^ ^yX7>; K («1 (1) <Dik&®), &tfi-t°ny^# 

n y K£ffl<^T0iJ6 9 iW#0!fcf1s«:fTV\ «JSft£-fc£#fc. 
JR^ :70. 4 % 

'H-NMR (DMSO-d 6 ) : 5 1. 7 1-1. 81 (4H, m), 3. 19 
(2H, t, J = 6. 6Hz), 3. 45 (2H, t, J = 6. 6Hz), 7. 3 
7 (1H, d, J=8. 7Hz), 7. 66 ( 1 H, dd, J = 8. 7, 2. 7H 
z), 7. 79 (1H, d, 3 = 2. 4Hz), 7. 85 (1H, s), 8. 34 (2 
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H, s), 11. 0 3 (1 H, s). 

017 1 : fc£*J#*7 1 ©flS^*0«5ft 

5-^nn-2-t Kp^>-N- [3, 5 - tf J* ( M) 7;>tn^f /V) 7^. 

^yXT? K (fill ( 1 ) Ofcgtt ; 0 . 2 0g, 0. 52mmol) © 
x F7t Ko77K (3mL) y V- 4 o 

5K (7 3/iL, 0. 62mmolK h ]) ^JVT % V (0 . 2mL, 1. 43 
mm o I ) % 4 f-frT ^ 7 b? V i?y ( 1 0 m g ) £AP;t> 2 l$|SJSfc# 

tt»***"T?W?fe«s», &zk«^- h y 7A-C-M, »«tSr«flE**LT#fe 
6« (2 3 7. 2m g, 9 1. 8%) £#7ci 0 

'H-NMR (DMSO-d 6 ) =5 3. 3 5 (4H, s), 3. 5 4 (4H, s), 
7. 37 (1H, d, J = 9. 0Hz), 7. 68 (1H, dd, J = 9. 0, 3. 
0Hz), 7. 83 (1H, d, J = 2. 7Hz), 7. 87 (1H, s),8. 3 
9 (2H, s), 11. 0 6 (1 H, s). 
M 7 2 : fc&m^ 7 2 (Dik&®<Dm3k 

ffl&b\sX, 5-^nn-2-tKa^>-N- [3, 5 - fc* * ( h V 7jUJtu 
t^-jv) 7^=-lV\ ^>X7? K (0111 (1) (Dft&m). Rtf4-^^fc>^ 
Vi/- l -jjjvat—jv? p y K£/flW-tM6 9 £^flS©&f££fTV\ ^S-fk^#j 

: 6 9 . 9 % 

a H — NMR (CDC 1 3 ) : 5 2. 2 8 (3H, s), 2. 3 4-2. 4 4 (4 
H, m), 3. 6 0-3. 7 3 (4H, m), 7. 02 (1H, d, J=9. OH 
z), 7. 33 (1H, dd, J = 8. 7, 2. 7Hz), 7. 61 ( 1 H, s), 
7. 65 (1H, d, J = 2. 4Hz), 8. 05 ( 2 H, s), 9. 18 (1H, 
s). 

#J7 3 : 7 3 0^^©3Kit 
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hV -7*—*Vl/ (5 4 9mg, 1. 8 5mmo 1) ©i/^anx^y (10m 
L) zKJfrTx 4 V-^*f-Vf&x. s J-A> (7 8 6mg, 5. 0 Ommo 1 h 

|v !J xf;l/7 ^ y (5 0 6mg, 5. OOmmo 1) Oi/^oox^y (5mL) 

rF7tKn77y (10m L) KUgflPU TfcftT. 5-^nn-2-tKn* 
v/-N- [3, (MJ7/W^-n^^) -tyX7$ K (Ml 

(1) (Dit^lfo ; 1. 9 2 g, 5. 0 Ommo 1) Of hyfc Kn75V (10 
mL) S«, MixW^y (54 9mg, 5. OOmmol), 
7^/tl^y (lOOmg) -^i 3 2 B#|HHt# Lfc. 

vh^77^- (n— : ftSfe^^=3 : 1) «LT, SSffc^ 

©fife^I (1 • 8 1 4 g, 6 4. 0%) 

'H-NMR (CDC1 3 ): 1. 25 (3H, t, J = 7. 2 Hz), 1. 6 
3-1. 73 (2H, m), 1. 9 5-2. 0 0 (2H, m), 2. 48-2. 5 
8 (1H, m), 3. 05-3. 13 (1H, m), 3. 18-3. 25 (1H, 
m), 4. 08-4. 18 (2H, m) , 4. 15 (2H, q, J = 7. 2Hz), 
7. 05 (1H, d, J = 9. 0Hz), 7. 42 (1H, d d , J = 9. 0, 3. 
0Hz), 7. 62 (1H, s), 7. 69 ( 1 H, d, J = 2. 7Hz), 8. 0 
6 (2H, s), 9. 13 (1H, s). 
M 7 4 : K&m&% 7 4 <D\k&m(DW& 

5-^dp-2 - {[4- (:r h^tf/w^/v) tf^y ^-1— r^] 
=/W ^^-N- [3, 5-f* (MJ7/Vtn>f^) 7x=M ^X7 
5 K (-fk^## 73 ; 5 04mg, 0. 889 mm o 1 ) Or h7t Ko7 5 
y (1 OmL) 7k (0. 6mLK ftfifEg (2 Offi) *M*-s 6 0°CT-5 

S8xfA//n-^*fyi»5)S8fiLt, glft^0 6M B B a (4 19. 8 
mg, 8 7. 6 %) £#fc 0 
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'H-NMR (DMSO-d 6 ) : 5 1. 24-1. 34 (1 H, m), 1. 39 
-1. 51 (1H, m), 1. 77 (2H, d, J = 12. 3Hz), 2. 38- 
2. 46 (1H, m), 2. 90 (1H, t, J = ll. 4Hz), 3. 08 (l 
H, t, J = 12. 0Hz), 3. 80 (1H, d, J = 12. 0Hz), 4. 0 
2-4. 07 (1H, m), 7. 36 (1H, d, J = 9. 0Hz), 7. 66 (1 
H, dd, J=8. 7., 2. 7Hz), 7. 80 ( 1 H, d, J = 2. 4Hz), 
7. 82 (1H, s), 8. 36 (2H, s), 11. 03 (1H, s), 12. 2 

1 (1 H, b r s ). 

m 7 5 : ih&®m%- 7 5 (Dfc&®<Dm& 

WMt UT, 5-^nn-2-kKo^-N- [3, 5 -If J* (HJ7;^n 
pt^/w) ^yX7 5 K (091 (l) ©-ffc^h &tM$;^lfflli?x 

Jfc^ : 6 4 . 4 % 

X H— NMR (DMSO-d 6 ) : 8 1. 11 (1H, t, J = 7. 5Hz),.l. 
13 (1H, t, J = 6. 9Hz), 4. 01 (2H, q, J = 7. 2Hz), 4. 

02 (2H, q, J = 6. 9Hz), 4. 08 (2H, s), 4. 27 (2H, s), 
7. 29 (1H, d, J = 9. OHz), 7. 67 (1H, dd, J = 8. 7, 2. 
4Hz), 7. 80 (1H, d, J = 2. 4Hz), 7. 84 ( 1 H, s), 8. 3 
7 (2H, s), 10.98 (1H, s). 

09 7 6 : 7 6 <D{k&ya<Dmg 

JSCfti: LT, 2- {N, N-^* H^^/WzK— /V') ^fvU] #A"< j e>f/W 
^v/-5-7no-N- [3, ( M) 7^to^f;l/) 7^— /V] -< 

>Xt 5 K Wb^#^-7 5) %/B^T097 4 t l^#<Dgbf^Srfrv\ Sg-ffc^ 
JRap : 3 6 . 5 % 

1 H — NMR (DMSO-d 6 ) : 8 3. 9 8 (2H, s), 4. 18 (2H, s), 
7. 28 (1H, d, J = 8. 7Hz), 7. 67 (1H, dd, J = 8. 7, 2. 
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7Hz), 7. 79 (1H, d, J = 2. 7Hz), 7. 82 ( 1 H, s), 8. 3 
5 (2H, s), 10. 96 (1H, s), 12. 75 ( 2 H, brs). 
0!|7 7 : •ffc£-#J#-^7 7 OflS-a-fb^HJt 

(1) 5-/o^-2-t Ko^>-N- [3, (MJ7/^n^f/l') 

T^y^&JBwrm (1) t^«0»f^S:fTV\ «*^*Sr»fc. 
J&$ : 8 8 . 5 % 

1 H— NMR (DMSO-d 6 ) -8 6. 9 8 (1 H, d, J = 8.8Hz), 7. 
59 (1H, dd, J=8. 8, 2. 8Hz), 7. 83 ( 1 H, s), 7. 98 
(1H, d, J = 2. 8Hz), 8. 43 (2H, s), 10. 82 ( 1 H, s), 
11. 37 (1H, s). 

(2) 5-7^^-2- (^e;W7i— !) / #A^~/V) ^-^v--N- [3, 5- 
fc** (M)7^ta^f^) 7^-/1/] ^yXT^K (fl:^ft#t7 7) 
B0ft£L"t\ 2-fc Kn^rV-N- [3, 5-tT* (hU7;^n 

Jfc* : 8 7 . 1 % 

1 H — NMR (CDCi 3 ):5 3. 59-3. 70 (8H, m), 7. 01 (1 

H, d, J=8. 7Hz), 7. 55 (1H, dd, J = 8. 7, 2. 4Hz), 

7. 63 (1H, s), 7. 80 (1H, d, J = 2. 1Hz), 8. 05 (2H, 
s), 8. 9 9 (1H, s). 

fll 7 8 : 7 8 ©Sit 

(i) 5- [(l, i-^y^) w^/m 

5- [(1, l-'^^/U) -2-tKo^v"<>X7^ft K (2. 1 

5 g, 12. lmmo 1) Ol, 4 - v^^rl?- V (lOOmL), tK (4 0 mL) 
tlu, 7/U7 7^i(l. 76g, 18. lmmo 1). V i~ h V 7^(7. 
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3 3g, 4 7mmo 1) fc&IXLfc. Z.<Dm&Vi\^ 7k#T. MMMfSt-T h V V ^ 
(1. 76g, 15. 5mmol) (10mL) £?&T U 1 B*MJ*#L 

fc„ !7A (l. 8 0g, 14. 3mmol) 

ZMz.. 3 0»lfc. M^t)l-W^tpH5:l i Lfc, 1, 4 

btLfcaS^n-^^f->T*K»U"Ca^M{b^(D6#.^*(l. 8 1 g, 
7 7.4 %) £#fc 0 

l H — NMR (DMSO-d 6 ): 5 1. 26 (9H, s), 6. 90 (1H, d, 
J = 9. OHz), 7. 58 (1H, dd, J = 8. 7, 2. 4Hz), 7. 75 
(1H, d, J = 2. 4Hz), 11. 07 (1H, brs). 

(2) 5- [(1, l-i?*7A') xf/V-2-tKP**/-N- [3, 
5-tf* (MJ7/^n^^) Prenyl/] KyX7 5 K 

JK^tb-C, 5- [(1, 1- 9 J*1-M =^f-^l Wf-Atit. &tf3, 5-fcf* 

(M)7/wtn^f;i/) r^y^sr/awcm (i) i mm<Dmt%ft^\ mm 

(I* : 5 3 . 8 % 

1 H — NMR (DMSO-d 6 ) : 1. 30 (9H, s), 6. 96 (1H, d, 
J=8. 7Hz), 7. 50 (1H, dd, J = 8. 7, 2. 4Hz), 7. 82 
(1H, d, J = 2. 4Hz), 7. 83 (1H, s), 8. 46 (2H, s), 1 
0.8 0 (1H, s) 11. 12 (1H, s). 

(3) 5- [(1, 1-^5VV-) ^fvu] -2 - l(^;U7 / jj/U7$~/U) 

-N- [3, 5-fc** (hy7Mn^f;V) 7x^1^X7^* 

^mm%i 8) 

lii tt, 5- [(1, 1-^fvV-) ^^V] -2-tKo^-N- [3, 
5 -If;* (h!J7;^a^f/V) 7rc— /V] h\ Xtf^7*'-yy 
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•• 9 5 . 0 % 

1 H — NMR (CDC1 3 ): 6 1. 35 (9H, s) 3. 60-3. 6 7 (8 
H, m), 7. 05 (1H, d, J=8. 4Hz), 7. 54 ( 1 H, dd, J = 
8. 7, 2. 4Hz), 7. 64 ( 1 H, s), 7. 74 (1H, d, J = 2. 7 
Hz), 8. 12 (2H, s), 9. 02 (1H, s). 
^79 : -fb^S"^ 7 9 <D\^m<D%^. 

(1) 2-fc Ko*->- 5- h U yjvlmt^/v-N- [3, 5-^ (MI7 

g||i:Lt, 2-fcKn*5/-5- (H)7/^D^f^) $Ifl, &tf3, 
5-tr* (H)7;^o^fM T~])ls%m^xmi (1) iWHHo*f^*rfr 

Ifc^ : 4 4 . 7 % 

X H — NMR (CDC 1 3> 5) : 7. 17 (1H, d, J = 9. OHz) 7. 7 
2-7. 75 (2H, m), 7. 86 (1H, s), 8. 17 (2H, s), 8. 3 
5 (1H, s) 11. 8 8 (1H, s). 

[2-t Kn^>-5- ( h V 7/Vtn^ f-A?) $Sf8 : i> * • K • 
-7 -vVa- TW^A" * y^f'f y (Chemical & Pharmaceutical Bulletin) J, 
1 9 9 6^, I4 4t, |4t, p. 7 3 4-7 4 5$!] 

(2) 2- (^7^-- V 5 - YV * ^/w-N 
- [3, (MJ7;^o^f^) ^<vXT$ K 

7 9) 

JSDPI-4: It. 2-t Ko^>- 5 - h !? 7/^n^f;V-N- [3, 5 - tf* ( h 

=;^n!) K^^V>TF!l7 1 fcP«©*f^S:fTV\ «Sfc-a-^£:#fc 0 
J&Sp : 8 3 . 6 % 

1 H — NMR (DMSO-d 6 ): 5 3. 3 0- 3. 3 8 (2H, m), 3. 48 
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-3. 58 (6H, m), 7. 59 ( 1 H, d, J=8. 4Hz), 7. 87 (1 
H, s), 8. 01 (1H, ddd, J = 8. 4, 2. 4, 0. 6Hz), 8. 1 
3 (1H, d, J = 2. 1Hz), 8. 39 (2H, s), 11. 14 (1H, s). 
#118 0 : {fc-£^#-5§- 8 0 <Dfc&y>KDW£ 

(1) 4-^nn-2-t Kp^-N- [3, 5-tT* (^7^0^^)' 

7~y >-£J8^-C#!il (1) t H«©«f^S:ff V\ «H^*&*«:#fc. 
: 5 5 . 8 % 

'H-NMR (DMSO-d 6 ): 5 7. 0 5- 7. 0 8 ( 2 H, m), 7. 84 
-7. 87 (2H, m), 8. 45 (2H, s), 10. 84 (1H, s) 11. 
6 4 (1 H, b r s). 

(2) 4-^an-2- (^;V7*-y J ^iz-N- [3, 5- 
tf* (M)7/i'tDyf/V') 7^-^] ^VX7^ K (ft^*!#t8 0) 
iitLt, 4-^OP-2-t Kc^r^-N- [3, 5 - tf * (MJ7^o 

iW : 8 4 . 1 % 

1 H — NMR (CDC1 3 ) : « 3. 56-3. 68 (8H, m), 7. 18 (1 
H, d, J = l. 8Hz), 7. 35 (1H, d d, J = 8. 4, 1. 8Hz), 
7. 64 (1H, s), 7. 67 ( 1 H, d, J = 8. 4Hz), 8. 08 (2H, 
s), 8. 9 1 (1H, s). 
W 8 1 : ik^m^^r 8 1 (Dfl2^*©»3ft 
(1) 2-tKn^>-5-3-K-N- [3, 5-^ (hy 7^tn^f;l/) 

J@OH-i:UT\ 5-3- K-^y^Bfex 5.^3; 5-t*7 (h!J7;Vtn/f;V) 
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J&lfs : 6 2 . 2 % 

1 H-NMR (DMSO-d 6 ): 5 6. 8 6 (1 H, d, J = 8. 4Hz), 7. 
74 (IH, dd, J = 8. 7, 2. 4Hz), 7. 84 <1H. .). 8. 13 
(IH, d, J = 2. 1Hz), 8. 84 (2H, s). 10. 82 (IH, s), 
11. 4 1 (IH, s). 

(2) 2-tKn^-5-7x^-N- [3, 6-** (H'7^a^ 
=ri ^X75 K (2 0 0mg, 0. 4 2 mm o 1), Ol. 2-** h**"*- 

*y (3mD m*K* r^^mnr. (n>7»^7*-7 

7r/) ^Ml6mg, 0. 0014mmol)t»^ tl-C5dll 
m#Ufc 0 ^tKPWx^^ (5 7mg, 0. 4 7mmo 1). 
laol/L*itH)^*WU- 3mL) ftJP^ 2 0#W»51^bfc o 

«^/U=6 : 1-3 : l) t*»Ut, a«flS^l06fe»i Cl 0 9mg, 
6 1. 1%) 

'H-NMR (DMSO-d 6 ): 8 7 . 1 2 ( 1 H, d , J = 8 . 7 H z ), 7 . 
3 3-7. 3 8 (IH, m), 7. 48 (2H, t, J = 7. 5Hz), 7. 67 
-7. 70 (2H, m), 7. 79 (IH, dd, J - 8 . 4, 2. 4Hz), 7. 

87 (IH, s), 8. 17 (IH, d, J-2. 4Hz), 8. 49 (2H. .). 

10. 9 2 (IH, s), 11.41 (IH, s). 

(3) 2- (*/U7*-y **V-S-7*^-N- [3, 5 

(bP7^n^^) 7*=*] ^X7 5K «fc**#*8 1) 
■OULT, 2 - t KP^-5-^V-N- C3, B-« <M^>"* 
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W : 9 1 . 4 % 

1 H — NMR (DM SO- d 6 ) = 6 3. 30-3. 39 (2H, m), 3. 48 

-3. 61 (6H, m), 7. 3 9-7. 4 5 (2H, m), 7. .49-7. 54 
(2H, m), 7. 7 6-7. 7 9 (2H, m), 7. 85 (1H, s), 7. 90 
(1H, dd, J = 8. 7, 2. 4Hz), 8. 01 (1H, dj = 2. 4Hz), 

8. 4 3 (2H, s), 11. 0 5 ( 1 H, s). 

m 8 2 : 4b-a-t!#^- 8 2 O^^^Hit 

(1) 3-tKo^>-N- [3, 5-t:** (MJ^^n^^) 
- 2 —T7 YT^Y 

Mtbt, 3 - 1 k o ^ vt7 ^ i^y- 2 - */i/sKy^ at; 3 , 5-tr*(h 

IR^ : 4 6 . 9 % 

'H-NMR (DM SO- d 6 ) = 5 7. 36-7. 41(2 H, m), 7. 50 
-7. 55 (1H, m), 7. 79 ( 1 H, d, J = 8. 2Hz), 7. 85 (1 
H, d, J = 0. 6Hz), 7. 96 ( 1 H, d, J = 8. 0Hz), 8. 51 (2 
H, s), 10. 98 (1H, s), 11. 05 (1H, s). 

(2) 3- (^7^-y;*;^-;i') ^iX-N- [3, 5 -If* (FJJ7 
yU^-n^^/W 7 = - 2—f-y VT^ Y (^#^8 2) 
H^LT. 3-tKo^>-N- [3, 5 - if * ( h V y/vjru * y 

®.m : 8 1 . 2 % 

1 H — NMR (DMSO-d 6 ) : 5 3. 42-3. 65 (8H, m), 7. 59 
-7. 70 (2H, m), 7. 8 2-7. 8 7 (2H, m), 7. 99 ( 1 H, d, 
J = 7. 8Hz), 8. 09 (1H, d, J = 7. 8Hz), 8. 38 (1H, s), 
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8.4 6 (2H, s), 11. 15 (1H, s). 
M 8 3 : 8 3 ©ft^OKJS 

(1) 2-tKn^>-N- C3, (H)7/Vtn>f^) 7^-^] 
-1—7-7 hT5 K 

U7/^o^^) T^y ^StEWC^I (1) £ITO©iiMts«:fTl\ «jHfc£\ 
IR^ : 3 0 . 2 % 

'H-NMR (DMSO-d 6 ) : 5 7.2 7 (IB, d, J = 8. 8Hz), 7. 
3 2- 7. 3 8 (1 H, m), 7. 4 5-7. 5 0 ( 1 H, m), 7. 72 (1H, 
d, J = 8. 5Hz), 7. 8 2- 7. 9 3 (3H, m), 8. 50 ( 1 H, s), 
10. 2 8 (1H, s), 11. 0 7 (1H, b r s). 

(2) 2- (^7^-P^^^) **S/-N- [3, 5 - If* (M^7 
)V0rxi**f-)V) 7xn;H -l-t7h7U* (ft^tf 8 3) 
JKftfcLT, [3, 5-tf* (h'j7^o^f^) 7^ 

: 9 8 . 0 % 

1 H — NMR (CDC1 3 ):5 3. 43-3. 67 (8 H, mh 7. 25 (1 
H, d, J = 9- 0Hz), 7. 5 4-7. 6 5 ( 2 H, m), 7. 69 (1H, 
s), 7. 92 (1H, d, 7. 8, 2. 1Hz), 7. 98 (1H, d, J = 9. 
0Hz), 8. 08 (1H, d, 8. 1, 1. 2Hz), 8. 20 (2H, s), 8. 
9 2 (1H, s). 

M 8 4 : fc£-M-5§-8 4 <7Mfc-8-$J<7)$Jj£ 
( X ) 5-^nn-N- [2-*na-5- 7/l/tn^f A') 
-2-tKn^yX7U* 
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W : 49. 1 % 

1 H — NMR (DM SO- d 6 ) : 8 7. 0 9 ( 1 H, d, J = 9. 0Hz), 7. 
53 (1H, dd, J = 9. 0, 3. 0Hz), 7. 55 (1H, dd, J = 8. 
4, 2. 7Hz), 7. 83 (1H, d, J=8. 4Hz), 7. 98 ( 1 H, d, 
J = 3. 0Hz), 8. 88 (1H, d, J = 2. 7Hz), 11. 14 (1H, . 
s), 12. 3 9 (1H, s). 

(2) 5-^on-N- [2-^nn-5- (F^^tn^f/u) 7x- /U] 
-2- [(^7^--y7*/^^) ^yX7 5 K (ft^Wt8 4) 

E^iU, 5-^nn-N- [2-^bb-5- (h!)7;^Of/>) 7rc 
n/u] - 2 - t Ko^v"<yX7^ b\ RXf^rJlsy*— ]) is- 4 )Vifs=.)V? 

JR$ : 95. 1 % 

1 H — NMR (CDCl,):i. 3. 5 4-3. 6 8 (8H, m), 7. 14 (1 
H, d, J = 8. 7Hz), 7. 35-7. 39 (1H, m), 7. 50 (1H, 
dd, J = 8. 7, 2. 7Hz), 7. 54 (1H, d, J = 8. 4Hz), 7. 
84 (1H, d, J = 2. 7Hz), 8. 61 (1H, s), 8. 87 (1H, d, 
J = 1 . 8 H z ) . 

098 5 : -fb^#)##8 5©fls£*©»3t 

(1) 5-^a^e-N- [2-^po-5- (MJ7^n^f/P) 7x=/U] 
- 2 - t Kn ^-/^yX7 5 K 

H^tUt, 5-^P^e-^y^/^ W2-^on-5- (Hl7/l/^n^f 
,u) 7=yv*Sv^l (1) £ra«©*f£&?TV\ «JHfls£4fe«:#fc. 
Jfc^ : 3 4 . 2 % 

'H-NMR (DMSO-d a ) : 8 7. 04 (1H, d, J = 8. 7Hz), 7. 
56 (1H, ddd, J = 8. 1, 2. 4, 1. 2Hz), 7. 64 ( 1 H, dd, 
J = 8. 7, 2. 7Hz), 7. 83 (1H, dd, J = 8. 1, 1. 2Hz), 
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8. 1.1 (1H, d, J = 2. 7Hz), 8. 87 ( 1 H, d, J=2. 4Hz), 
11. 12 (1H, s), 12. 4 2 (1H, s). 

(2) 5 -/n^-N- [2 n n- 5 - (MJ7/^n^f;V) 7x= /W] 
-2- [(^7^— y /tAstf-As) sh^v"] -O-XT^ K 5) 

[2-^nu-5- ( b y 7;^n fvW) 7m 
-2-fc Kodf£/^<yXT^ K, Xt) {; E^7^— y :/-4-7J/M?= 

JtZ^ : 6 8 . 1 % 

l H-NMR (DM SO- d 6 ) : 5 3. 30-3. 75, (8 H, m), 7. 2 
9 (1H, d, J = 8. 4Hz), 7. 67 ( 1 H, dd, J = 8. 4, 1. 8H 
z), 7. 78 (1H, dd, J = 8. 4, 2. 4Hz), 7. 83 (1H, d, 
J=8. 4), 7. 91 (1H, d, J = 2. 4Hz), 8. 04 (1H, d, J 
= 2. 1Hz) 10. 3 9 (1H, s). 
m 8 6 : 4b£-$3#-§- 8 6 ©fc£"tt<B»it 

(1) 5-7'P ; e-2-t Kn^-N- [2-* h**>-5- (h!)7;^o 

fvu) T-y ^£fflVN-C0Ol (1) fcH*©*f£«rfTV\ tH«frfr**#fc. 
: 7 1 . 3 % 

'H-NMR (DMSO-d 6 ) : 5 3. 9 9 (3H, s), 7. 03 (1H, d, 
J = 9. 0Hz), 7. 30 (1H, d, J = 8. 7Hz), 7. 47-7. 51 
(1H, m), 7. 61 (1H, dd, J = 9. 0, 2. 4Hz), 8. 10 (1 
H,.d, J = 2. 4Hz), 8. 82 (1H, d, J = 2. 1Hz) 11. 03 (1 
H, s), 12. 19 (1H, s). 

(2) 5 -7n^-N- [2-* h*i/-5- ( h V 7 )V*u ff-jv) 7x=;l/] 
_ 2 - [(^;l/7t-!)/'*^**^) ^X7?K Hfc^###8 6) 
Hlfi: Lt, 5-Xn^e-2-fc Kn^r^-N- [2-^ b*«>-5- (h!)7 
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W : 9 4 . 9 % 

'H-NMR (CDC 1 3 ) : S 3. 52-3. 65 (8H, m), 3. 94 (3 
H, s), 6. 98 (1H, d, J = 9. OHz), 7. 10 (1H, d, J = 8. 
4Hz), 7. 37-7. 41 (1H, m), 7. 62 (1H, dd, J =8. 7, 
2. 7Hz), 7. 89 (1H, d, J = 2. 4Hz), 8. 52 (1H, s), 8. 
8 4 (1H, d, J = l. 8Hz). 
#J8 7': {k^W-^-8 7 (D\^m<Dm^. 

(1) 5 -yn^e- 2 - t Ku^y-N- [3-^h*->-5- (H)7/^n 

H^tU, 5-^n^y^/V^ 5.TJ«3-^ h^f-^-5- (M)7/^d^ 

r^JJ ^SrEwcflll (1) tlTO^gfeff^fir^ flWBfb^lfe&fcfc. 
W : 5 8 . 8 % 

'H-NMR (DMSO-d 6 ) : 5 3. 85 (3H, s), 6. 98 (1H, d, 
J = 8. 7Hz), 7. 03 (1H, s), 7. 57-7. 61 (2H, m), 7. 
77 (1H, s), 8. 00 (1H, d, J = 2. 4Hz), 10. 57 (1H, 
s), 1 1. 5 6 (1 H, s). 

(2) 5 -7n^-N- 13-* h=^>- 5 - ( h V 7 fr*v. 7 
-2- [(w^-yy*^'^) -<>-X7-5 K (Ib^tf 8 7) 
Jg^iUT, 5-7*o ; E-2-kKn^-N- [3-7*1**^-5- (H7 

iRlp : 8 5 . 8 % 

'H-NMR (CDC 1 3 ): 8 3. 56-3. 66 (8H, m), 3. 87 (3 
H, s), 6. 92 (1H, m), 7. 03 (1H, d, J = 8. 7Hz), 7. 2 
3 (1H, m), 7. 57-7. 61 (2H, m), 7. 83 (1H, d, J = 2. 
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7Hz), 8. 54 (1H, s). 

#18 8: \\^m%% 8 8 <Dft&m<OWk 

- 2 - 1 KD^^yxr s: k 

sv) T-v^zm^xmi (i) £ia«<0iftfe&?TV\ 

i&ifs : 3 4 . 9 % 

1 H — NMR (DMSO-d 6 ) : 8 7.0 4 (1H, d, J = 8. 7Hz), 7. 
64 (1H, dd, J = 8. 7, 2. 7Hz), 7. 79 (1H, dd, J = 9. 
0, 2. 1Hz), 7. 99 (1H, d, J = 2. 1Hz), 8. 11 (1H, d, 
J = 2. 4 Hz), 8. 73 (1H, d, J = 9. OHz), 1.1. 15 (1H, 
s), 12. 4 2 (1H, s). 

(2) 5 — zfu^r-U- [2-^hp-4- ( h V 7 fricxx * ^/V) 7x^] 
- 2 - l&/U7*—V/jJfrtf~/l') ttfl ^7?K ({b^lff 8 8) 
JlStUT. 5 — ^n-=e— N— [2-^un-4- 7x 

: 9 3 . 5 % 

'H-NMR (CDC 1 3 ) : 5 3. 54-3. 68 (8H, m), 7. 08 (1 
H, d, J = 8. 7Hz), 7. 61 (1H, d, J = 9. OHz), 7. 66 (1 
H, dd, J=8. 4, 2. 4Hz), 7. 69 ( 1 H, d, J = l. 8Hz), 
7. 99 (1H, d, J = 2. 4Hz), 8. 65 ( 1 H, s), 8. 70 ( 1 H, 
d, J = 8. 7Hz). 
MS 9 : ^#I#-^8 9 0>fl5<£«!l©l4ii 
(1) 5-^on-N- (3, 5-^pd7x=/V) -2-tFP*^X 
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W : 41. 2 % 

'H-NMR (DMSO-d 6 ) =5 7. 0 3 ( 1 H, d, J = 9. 0Hz), 7. 
3 6- 7. 3 7 (1H, m), 7. 48 ( 1 H, dd, J = 8. 7, 2. 7Hz), 
7. 8 3-7. 8 4 (3H, m), 10. 56 ( 1 H, s), 11. 44 ( 1 H, 
s). 

(2) (3, 5-^pd7i^) -2- [(^7^-!;/ 

**-y] ^yxr^ K (fc^#-5§- 8 9) 

WMtLX^ (3, 5-^^nn7^n^) -2-tKn^V 

^<yX7 5 h\ RTJ 5 ^^^^-— V ^- 4 -%jv&—As9 p y K£fl^-C#!l 7U 

W : 83. 2 % 

1 H — NMR (DMSO-d 6 ) : 5 3. 33(2 H, s), 3. 53 (6H, s), 
7. 34-7. 37 (2H, m), 7. 65 (1H, dd, J = 8. 7, 2. 7H 
z), 7. 7 4-7. 7 6 (3H, m), 10. 74 (1H, s). 
09 9 o : <fb-a-$>#-§-9 0 <7Mb^£>S!Bg 

(1) 5-7n^-N- {3, 5-fcf* [(1, 1-v^^A-) 7:c=/l/} 
- 2 - t Kn^^^XT 5 K 

I^ifC, 5-^P^f-y^/^. &tf3, 5-1?* [(1, l-^^^/L-) ^ 

^] x-y ^is^-cm (i) tno^^\ MMfc&mzmc 

l&m : 4 5 . 2 % 

1 H — NMR (DMSO-d 6 , 5) : 1. 30 (18 H, s), 6. 95 (1H, 
d, J=8. 7Hz), 7. 20 (1H, t, J = l. 5Hz), 7. 56 (2H, 
d, J = l. 5Hz), 7. 58 (1H, dd, J=8. 7, 2. 4Hz), 8. 
12.QH, d, J = 2. 7Hz), 1.0. 39 (1H, s), 11. 98 ( 1 H, 
s). 

(2) 5 -T'p^-N- { 3 , 5-1?* [(1, l-v^fvu) ^fvv] 7 

188 



WO 03/10J656 



PCT/JP03/07127 



_ 2 - [(Wt-!)/*^**^) ^X7U* (jb^lltf 9 0) 

WflfcLT* {3, 5 C(l, 1-^^) 7 

- 2 - t Kn^r^-<^XT^ h\ Xt/*^7*— U V- 4 -#/VtH~/V 
*n y K£/f^-C#J7 1 tl^^^^TV\ «H{fc£4&«:ftfc. 
9 3. 6 % 

1 H — NMR (CDC1 3 ):5 1. 33 (18 H, s), 3. 54-3. 64 (8. 
H, m), 7. 05 (1H, d, J = 8. 4Hz), 7. 22 (1H, t, J = l. 
5Hz), 7. 44 (2H, d, J = l. 5Hz), 7. 59 (1H, dd, J = 
8. 7, 2. 7Hz), 7. 87 ( 1 H, d, J = 2. 1Hz), 8. 13 ( 1 H, 
s). 

#19 1: fc-£$)#-5§-9 1 <Dlk£r%d<D^m. 

(1) 5 _^pp-2-tKo^'>-N- [2, (hp 7^0^^) 

H^Ht, 5-^nnfyf^> W2, 5 - If* (h^^tn^f^) 
T=U^«rfflv^T«l (1) fclSI**Jftfls«rfTV\ 
IR^ : 3 . 6 % 

'H-NMR (CDC1 3 ):5 7. 03 (1H, d, J = 8. 7Hz), 7. 4 
3-7. 48 (2H, m), 6. 61 (1H, d, J=8. 1Hz), 7. 85 (1 

H, d, J=8. 4Hz), 8. 36 (1H, brs), 8. 60 ( 1 H, s), 1 

I. 3 1 (1H, s). 

( 2 ) 5 _^nn-2- V / tf/Uff^A") rf-'frS'-N- [2, 5- 
tf* (by 5vV) .7*=^] -<^XT $ K «k^##9 1 ) 

Pt^vv) 7oc^u] ^yX7 5 h\ Rtf^W?*— y ^-4-X7/U/K-/V^n y 
Jfc$ : 9 2. 1% 

1 H-NMR (CDC 1 3 ): 5 3. 55-3. 6 9 (8H, m), 7. 12 (1 
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H, d, J=8. 7Hz), 7. 50 (1H, dd, J = 8. 4, 2. 4Hz), 
7. 57 (1H, d, J = 8. 4Hz), 7. 81 ( 1 H, d, J=8. 4Hz), 
7. 82 (1H, d, 1 = 2. 7Hz), 8. 41 (1H, s), 8. 59 ( 1 H, 
s). 

M 9 2 : -ffc-B-W-Sr 9 2 tf){fc£*#><7)Mj£ 

(1) 4-^0^-2, 2, 6, 6-x h7^f^~ 3, 5 -^^^^^-^Ca. 

2, 2, 6, 6-fl>7^f^-3, 5-^^^V^^f-V (vffcV^n^/V^ ? 1/ ; 

I. OOg, 5. 4 2mmol) ©IHfiftR* (lOmL) t®&\£. N-^n*- 
3A^8/f * K (9 6 5. 8mg, 5. 42mmol) 2 l$|R;!ffl$tiBft 

LT, ^M^#!©6#J£b b b (1. 42g, 

1 H — NMR (CDC1 3 ): 5 1. 27 (18 H, s), 5. 67 (1H, s). 

(2) 2-T5/-4- [(1, ^frl -5- [(2, 2-*J* 

4-7'o^-2 l 2, 6, 6-f h7^f^"3, 5 -^V^y (a-/ 

a^e-i?fcV*p>f/M ; 1 . 4 2 g, 5 . 4 Ommo 1 ), 5^!7 ^7 (4 5 
1. 8mg, 5. 9 4mmo 1) % ^$J—)V (1 5mL) <D^^£ 2 HtfliWnSS: 

^tyt^ a B a ftlT, Mffr&lft^fcfefefii (1 ■ 23g, 9 4. 5%) ZmtCo 
1 H — NMR (CDC 1 3 ) : 5 1. 2 6 (9H, s), 1. 2 9 (9H, s), 
5.. 0 3 (2H, s). 

(3) 5-^nu-N- {4- [(1, l-*J*m) -5- [(2, 2 
-v^^/w) 7"otfi=;H fry- /v- 2--T/W -2-kKn^yX7 

S K. 

190 



WO 03/103656 



PCT/JP03/07127 



(143. 6mg, 0. 8 3mmolh 2 — T $ J — A — 
[(1, l-v^^W ifvU] -5 - [(2, yof^] f 

7 ^—/U (200. Omg, 0. 83 mm o 1 ) . H^-fb !J ^ (40^L, 0. 4 
6mmo 1). ^nn^i?>- (4mL) <D^$5j£ 3 BffSMM U7c c 

n?h^77^- (n— ^rf-^ : g^^^= 3 : 1) t-ilLT, MMikG: 
m<D (15 9. 1 m g , 48. 4 %) 

'H-NMR (CDC 1 3 ) : 5 1. 33 (9H, s), 1. 35 (9H, s), 

6. 99 (1H, d, J = 8. 7Hz), 7. 43 (1H, dd, J = 9. 0, 2. 
7Hz), 7. 70 (1H, d, J = 2. 7Hz), 10. 52 ( 2 H, br). 

(4) 5-^un-N- {4- [(l, rn^vu] -5- [(2, 2 

-v^^) 7"nW=;P] =^TV— iv- 2 --fyv} - 2- [(^;V7t-!i7* 
/lx#-/V) jr*?*/\ -<>-X7 5 K 0fb£^#-*§-9 2) 

WMtLX^ 5-^.nn-N- {4-[(l, 1 -i^fvU) - 5- [(2, 

2-v^5vP) 7"nlft^] ^7y*— A"- 2— iVW 

7^ h\ y ^-4-^7/WtK^/V^ n y F%m^xffl7 1 bfflWi<D 

JR* : 9 3 . 1 % 

1 H-NMR (CDC1 3 ): 5 1. 32 (9H, s), 1. 33 (9H, s), 
3. 60 (2H, brs), 3. 75 (2H, brs), 3. 83 (4H, brs), 

7. 21 (lH.'d, J = 8. 4Hz), 7. 54 ( 1 H, dd, J = 8. 4, 2. 
7Hz), 8. 01 (1H, d, J = 2. 7 Hz), 9. 78 (1H, brs). 

m 9 3 : ik&mmw 9 3 oit^momm 

5-^nn-2-tKo^>-N- [3, 5 - \?X (> !) 7^ta^f;l/) 7i 

^yX7^; K li-hV l7Ai& (0ij4 3 (1) <D{t£-%>; 2 0 3mg, 0. 
5 0mmol), (8 5mg, 0. 6 0mmolK N, N-^f/l' 

7^-;^7^ K (5mL) <Dm-£%)Z6 0°CT'2^»Lfc 0 ^£$§££0 
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^f-jU=3 : 1) T'ffilLT, SS-ft^oefeBJI (156. 9m g, 79. 
1%) £r#7c 0 

1 H — NMR (DMSO-d 6 ): 3. 89 ( 3 H, s), 7. 25 ( 1 H, d, 
J = 8. 7Hz), 7. 60 (1H, dd, J = 9. 0, 2. 7 Hz), 7. 66 
(1H, d, J = 2. 7Hz), 7. 84 ( 1 H, s), 8. 43 (2H, s), 1 
0. 8 3 (1 H, s). 
W 9 4 : 9 4 <D\^m<om^ 

Milt, 5- [(1, l-S?*?7u) ^fvu] - 2 

3, 5-fc** (h!)7;vtn^;l/) T=-V >%m^XMl (1) <h P#0^ft 
W ■ 7 5 . 0 % 

1 H — NMR (DMSO-d 6 ) : 5 1. 29 (9H, s), 3. 89 (3H, s), 
7. 13 (1H, d., J = 8. 7Hz), 7. 63 (1H, dd, J = 8. 7, 2. 
7Hz), 7. 65 (1H, d, J = 2. 4Hz), 7. 80 (1H, s), 8. 4 
7 (2H, s), 10. 7 0 (1H, s). 
M 9 5 : -f^^)#^- 9 5 <ZMb£-tW®Bt 

Mitt, 5-^pn-2-tKn*->-N- [3, 5-tf^(h!)7/^a 
^fvV) 7^,1/] ^X7U* lthi)!7^ (#14 3 (1) (Dit&m), R 

mm : 7 0 . 7 % 

*H — NMR (DMSO-d 6 ) : 5 1. 34 (3H, t,J = 6.9Hz), 4. 
16 (4H, q, J = 6. 9Hz), 7. 23 ( 1 H, d, J = 9. 0Hz), 7. 
57 (1H, dd, J = 9. 0, 2. 7Hz), 7. 65 ( 1 H, d, J = 2. 7 
Hz), 7. 83 (1H, s), 8. 40 (2H, s), 10. 80 ( 1 H, s). 
M 9 6 : fc-a-^#-ir 9 6 (D\^m<DWt 

2-fc Kn^>-N- [3, 5 - fc** (h y ^vW) 7^ 
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^yX7 ^ K ($11 ( 1 ) (Dik&m ; 0 . 2 0 g , 0 . 5 2 mm o \ ) <D 
N, N-^f^7i-M7; K (4mL) y/n fc'/WT'n ^ K (6 

0/i L, 0. 6 4mmo 1), j^TJ !)>>A (143. 7mg, 1. 0 4mmo 1) 
£#P;i, 6 0°C-C6 0«WL7c o R/&^tl£^£T^£PfL TMcfctt, 

hy ^A-C^ms ^I^iJig* LX§ t^fc^i^ !) * 7 A ^ n v. 

y ? =7 (n— -*-fv ■. mk^^=4 ■ i) x«mmvx, MMik&v>}<D 

6£J£ H B a (16 4. 9mg, 7 4. 5%) £#fc 0 

'H-NMR (CDC1 3 ): 5 1. 55 (6H, d, J = 6. 0Hz), 4. 8 

5 (1H, m), 7. 0 0 (1H, d, J = 9. 0 Hz), 7. 4 6 (1H, dd, 
J=8. 7, 2. 7Hz), 7. 63 ( 1 H, s), 8. 14 ( 2 H, s), 8. 2 

6 (1H, d, J = 2. 7Hz), 10. 47 (1H, s). 
M 9 7 : {k-S-^H^- 9 7©^^©3K3t 

6 0%7kSt'fb7" (41. 6 m g, 1. 0 4mmo 1 ) ©N, N-v^^ 

;>7^-;VA7 5 F(lmL)Wi:,5-^nD-2-t Kn^>-N-[3, 

5 - tf* ( MJ ^ y ^~>V\ ^yX7 ^ K (ffl 1 ( 1 ) <Dfc&%B I 
0. 2 0g, 0. 5 2mmol) ©7h7tKn77^ (2mL) 

^tax* 1 o^rBm#ufc. $.^x\ tvu* f-jv^.-^jv ( 5 0 » l, 0 . 

6 5mmo 1) Ztoz., ^lCiiaf3^Wlfc„ Zfti&mzh 

77-f- (n— =3rf-^ : ffim^*= 4 : l-»3 : 1) tiSLT, &J®fc£- 
#J©e^i (44. 5 m g , 20. 0 %) fcfcfc. 

1 H — NMR (DMSO-d 6 ) : 5 3. 38 (3H, s), 5. 30 (2H, s), 
7. 31 (1H, d, J = 9. 0Hz), 7. 57 ( 1 H, dd, J = 8. 7, 2. 
7Hz), 7. 66 (1H, d, J = 2. 7Hz) , 7. 84 ( 1 H, s), 8. 4 
1 (2H, s), 10. 9 3 (1H, s). 
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m 9 8 : flS-£4&##- 9 8 (Dik&fyWm^ 

5-^nn-2-tF^->-N- [3, 5 - If* (Mi7^P^^) 7^ 
n/V] -OXT §K lthy!)At (f|43 (1) <D<ffc£-#> ; 4 0 6 m g , 1 . 
0 Ommo 1 ), f£§£ yn^^f/Vx^f^ ( 1 8 4 m g , 1. 2 0 mm o 1 K 
WMJ^ (3 0mg, 0. 2 0mmol), N, N-^f^^-W 
*K (5mL) <D&&®%, TJVdtl^mm%y, 5 0 °CX' 1 f^mMWt bfdo 
^BEW*bT#fetbfcaSSrv'y *^7A^ D^h^77^- (n-^3f 
: g^^^/U=3 : 1) T**tS£LT, «jgft;'£4fe©66*Mi (2 8 1. 3m 
g , 6 1. 7 %) £#7c Q 

1 H — NMR (DMSO-d 6 ) : 5 2. 0 5 (3H, s), 5. 82 (2H, s), 
7. 40 (1H, d, J = 8. 7Hz), 7. 64 ( 1 H, dd,. J = 8. 7, 2. 
7Hz), 7. 70 (1H, d, J = 2. 7Hz), 7. 85 (1H, s), 8. 3 
8 (2H, s), 10. 8 8 (1H, s). 
m 9 9 : 9 9 ©flS^©jK3ft 

5-^oo-2-kKo^-N- [3, 5-tf* (M)7;^p 
*?-A0 37^-/1/] K 1-ThV (M4 3(1) ©fb'&feK X 

tffcV<y^gfe ^np^5vi'^;*7Vi'£ffl^T#|9 8 fcR*©*fcfls«rfTV\ 

JR^ : 7 1 . 3 % 

1 H — NMR (CDC 1 3 ) : 5 1 . 13 (9H, s), 5. 9 7 (2H, s), 
7. 17 (1H, d, J = 9. 0Hz), 7. 51 (1H, d d, J = 8. 7, .2. 
7Hz), 7. 64 (1H, s), 8. 24 ( 1 H, d, J = 2. 7Hz), 8. 3 
2 (2H, s), 9. 84 (1H, s). 
m 1 0 0 : <ffc^## 10 0 <7><fb-a^<D®B£ 

5-^na-2-tFn^-N- [3, (FU 7/Ptn^f^) 7^ 

^yX7 ( 1 ) ; 0 . 2g, 0. 5 mm o 1 h 1 

-^no'xf/l' if;H77;MH9mg, 0. 8mmo 1), *!)7^ t 
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e r t -7' h 3^ K ( 8 8 m g , 0. 5 mm o 1). 18-^7^^-6 (Jtt&S:) 
<DT±h=-b ] )^ (8mL) »«?Sr, TA^^H^T* 6 0°CT*8 R$ffi]&# L 

^7A^7K77^ (n-^MJ- y ■ gftfc^fv^ 3 : 1) TitML 

SIMfc^<£>6&*&* (5 6mg, 2 1. 5%) £#7c. 
1 H — NMR (CDC1 3 ): 8 1. 24 (3H, t, J = 7. 2Hz), 1. 8 
5 (3H, d, J = 5. 4Hz), 4. 01-4. 27 (2H, m), 6. 50 (1 
H, q, J = 5. 4Hz), 7. 11 (1H, d, J=9. OHz), 7. 48 (1 
H, dd, J = 9- 0, 2. 7Hz), 7. 64 ( 1 H, d, J = 0. 9Hz), 
8. 14 (1H, d, J = 2. 7Hz), 8. 19 (2H, s), 9. 83 (1H, 
b r s ) . 

M 1 0 1 : fc-S-W-Sy 10 1 (D^mnW-fe. 

(1) 1- Kfvu* h*-y) ^a^-a-] tr^y^v 

^p D ^§ ^on^f/H7r;l' (64 5mg, 5mmo 1) ©n-^f ^ 
(1 5mL) T/U^^#H^T. OTCTft'^y^^ (1. 06 g, 12. 

5mmo 1) ZMz., 0^«^bfc o 

H» (2 OmLK 7k, ^&&fcx*mikm&. ^as^^^^TiS; 

J*&, &&£«JBE#:fcL-<\ ^Mft^O^fa^ (7 9 6mg, 8 9. 6%) 

1 H — NMR (CDCl 3 ):fi 1. 54-1. 63 (6H, m), 3. 43-3. 
4 7 ( 4H, m), 5. 8 0 ( 2 H, s). 

(2) 5-^PP-2^[(t°^yeV#/Wtf~/l') ^ h*i/-N-[3, 
5 -If* (MJ7;^P^f^) 7x^u] ^yX75 K (fl^M^l 0 1) 

Lt, 5-^nn-2-t Kndfiy-N- [3, 5-fc** (f^^tn 
^f/i.) 7x=;w] ^yxr? K 1-7-MJ (094 3 ( 1 ) x & 
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Ifc^ : 8 6 . 2 % 

'H-NMR tCDC 1 3 ) : 5 1. 38-1. 58 (6H, m), 3. 34 (4 
H, t, J = 5. 7Hz), 5. 93 (2H, s), 7. 12 (1H, d , J = 9. 
0Hz), 7. 50 (1H, dd, J = 8, 7, 2. 7Hz), 7. 62 (1H, 
s), 8. 22 (1H, d, J = 2. 7Hz), 8. 41 (2H, s), 10. 07 
(1H, s). 
Ml 0 2 : <fb£-^#-5§- 1 0 2<Dtt&m<DW& 

(1) 4- [(^nn^ h^V) ^7^-!)y 

«ioi (i) fcw#©»f^«:ffv\ mmte&h<ot&&jm*%, mm-tz^t 

(2) 5-^nn-2- [(^A^jj— y / */U#=A') * h^f-v'-N- 
[3, 5 -if* (hy7/vtn^f;i') 7x=^] ^X75K Mfc£-fc#*l 

0 2) 

5-^PD-2-kh*n^-N- [3, 5 - \f * ( b y 
n^^/V) ^X7 5K ltHi7Ag (i4 3 (1) ©fl^&h 

RIM - [(* a npt h^i/) ^yUJi?— yU] ^SrfflV^T^J 9 8 bfflfc 

JiX^ : 6 1 . 5 % 

1 H — NMR (CDC 1 3 ) : 5 3. 40-3. 42 (4H, m), 3. 55-3. 
58 (4H, m), 5. 95 (2H, s), 7. 12 (1H, d, J = 8. 7Hz), 
7. 50 (1H, dd, J = 9. 0, 2. 7Hz), 7. 63 (1H, s), 8. 
22 (1H, d, J = 2. 7Hz), 8. 38 (2H, s), 10. 00 (1H, 
s). 

M 1 0 3 : ftS«frtt## 10 3 <Dit^(Dmm 
(1) 1- [(^nn^^V) tf/UffsA'] ^y=^3fyixf;l/ 
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zm^xmioi (i) bmm<D&ft%fti<\ turn 

■T5 - £ ft < fcKJfcfc/Bv^fc. 

(2) 5-^an-2 - ({[4 - &h**S% tVj) -/y- i -^^] 

rf-^vO * h*^-N- [3, (HJ7^to^f^) 7 
-cyXT; K 0 3) 

m&k\sX* 5-^nn-2-tKo^>-N- [3, 5 - If* (Ml7/^n 

pt^) 7i^]^X7 5K y (0i]4 3 (1) V>\\&W), ~Bl 

JfcJp : 6 5 . 7 % 

1 H — NMR (CDC1 3 ): 5 1. 24 (3H, t, J = 7. 2Hz), 1. 4 
9-1. 61 (2H, m), 1. 82 (2H, m), 2. 3 8-2. 4 8 (1H, 
m), 2. 81-2. 98 (2H, m), 3. 8 7-3. 9 8 ( 2 H, m), 4. 1 
2 (2H, q, J = 7. 2Hz), 5. 89 ( 1 H, d, J = 6. 3Hz), 5. 
98 (1H, d, J = 6. 6Hz), 7. 12 ( 1 H, d, J=8. 7Hz), 7. 
50 (1H, dd, J = 8. 7, 2. 7Hz), 7. 62 (1H, s), 8. 22 
(1H, d, J=2. 7Hz), 8. 39 ( 2 H, s), 10. 03 ( 1 H, s). 
m 1 0 4 : it&mm^ 10 4 60ft£-#>tf>Mi£ 

5-^ no- 2- ({[4- h= J rv'#/I^=/l') fc^JJ 1 ->f /U] 

7jf^/u} ^-^v') p< h^^y-N- [3, 5-tf* (h})7/u*u 7*.=. 

;U} ^yX7 5: K 103 ; 149mg, 0. 25 mm o 1 ) <Dt? 

/-^ (5mL) 2mfe7k.m<[k1-h}) ?J»7k®WL (0. 25mL, 0. 

5mmol) ZMz., 5 0°C-C 3 0 ftMW Vtz 0 EfcW:&%!%Mffi.$.Xl$n'&, 

LT, »Sfls£fe© (76. Omg, 53. 4 %) £#Tc 0 ' 

'H-NMR (DMSO-d 6 ) : «5 1. 28-1. 39 (2 H, m), 1. 75 
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(2H, d, J = 12. 3Hz), 2. 36-2. 41 ( 1 H, m), 2. 78- 
2. 95 (2H, m), 3. 80 (2H, d, J = 13. 5Hz), 5. 83 (2 
H, d, J = 5. 1Hz), 7. 43 (1H, d, J = 9. 3Hz), 7. 64 (1 
H, dd, J = 9. 0, 2. 7Hz), 7. 71 ( 1 H, d, J = 2. 4Hz), 
7. 84 (1H, s), 8. 39 (2H, s), 10. 80 (1H, s). 
to 1 0 5 : -ft 1 0 5 <Dik&m<Dm& 

(1) N- [(^nn^^) ^ j 9 Jtt&L*Jx-?'fls 

ffl^T#li oi(i) fcH«©*flsfcfrv\ ^M-r 

(2) 2- ({N, N-f^ [(cn hdf-*/;&/Hj?=/U) ^ ^/V] % ;W*^rs( & 
^ h^>-5-^tin-N- [3, (M)7/Vtn^f;P) 7^ 

^yX7^ K Mb£*#-S-i 0 5) 

JI^LT. 5-^BB-2-tKo*i/-N- [3, 5-t*^ (h!J7^to 

.^^) 7i^] ^yX7^; k lf-h y (#14 3 (i) (Dfc&yo), r 

I|X* : 3 8. 6 % 

1 H — NMR (CDC 1 3 ) : 5 1. 16 (3H, t, J = 7. 2Hz), 1. 2 

0 (3H, t, J = 7. 2Hz), 3. 99 (2H, q, J = 7. 2Hz), 4. 

01 (2H, s), 4. 07 (2H, s), 4. 08 (2H, q, J = 7. 2Hz), 
5. 97 (2H, s), 7. 10 (1H, d, J = 9. 0Hz), 7. 47 (1H, 
dd, J = 9. 0, 2. 7Hz), 7. 61 ( 1 H, s), 8. 19 ( 1 H, d, 
J = 2. 7Hz), 8. 37 (2H, s), 9. 82 ( 1 H, s). 

Ml 0 6 : <fb-B-^#-§- 10 6 <Dft&m<DW&k 

IT, 2- ({N, N-fc** [(xhJri/*;^/l,) ^W] */W<*>f 
/U} t^f'» ^ 5 p n-N- C3, 5-tf* ( h V * ^;V) 
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7i=;v] ^yX7-; k ut&mm&i o 5) zm^xmi o 4&pi#®iftft;& 

» : 9 8 . 3 % 

1 H — NMR (DMSO-d 6 ) : 8 3. 9 6 (2H, s), 4. 02 (2H, s), 
5. 84 (2H, s), 7. 34 (1H, d, J = 9. OHz), 7. 59 ( 1 H, 
dd, J = 8. 7, 2. 4Hz), 7. 72 (1H, d, J = 2. 7Hz), 7.. 
84 (1H, s), 8. 40 (2H, s), 10. 77 ( 1 H, s), 12. 77 (2 
H, b r s). 

ii 07 : it&m^ 107 <n\\&m<Dmk 

WMtVX, 5-^nn-2-tKn^i/-N- [3, 5 - \f * ( h V 7 )Vjrn 
7x^] 'OXT? K 1-t-hP (#14 3 (1) <Dit^m)s R 

J&§£ : 6 9. 0% 

'H-NMR (CDC1 3 ):5 2.10 (1H, t, J =4. 8Hz), 4. 1 
8-4. 22 (2H, m), 4. 33 (2H, t, J=4. 8Hz), 6. 96 (l 
H, d, J = 8. 7Hz), 7. 44 (1H, dd, J = 8. 7, 2. 7Hz), 
7. 59 (1H, s), 8. 21 (1H, d, J = 2. 7Hz), 8. 35 ( 2 H, 
s), 10. 5 4 (1 H, s). 

M 1 0 8 : it&m^ 10 8 <D#&m<Dmk 

5-^nn-2-k Kn^fiz-N- [3, 5 - bf ^ (h!J7/l/to^f;V) 7a: 
-/V]^yX7^K (il (1) (Dfc&m ; 6 0 Omg, 1. 6mmo 1), ^1 
#y^A (1. 10g, 8. Ommo 1), ^nnSiif/l' (3 8 3mg, 3. 
2mmo 1), T±hy (lOmL) <Dfc-km%, 1 B#Fb1M 

&<b*itimm%ffiwt=c-^^ (i 5mD x*#-f5ufc 0 ffiwux-^mm*^ t&m 

M5r'> !) 7A7nvh7*7 7^^ (n— ^> : gfHfern^vl^ 3 : 
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1) Ti*ML-C, (4 2 7mg, 58. 1%) £#fc„ 

1 H — NMR (CDC 1 3 ) '• 5 1. 38 (3H, t, J = 7. 2Hz), 4. 4 
1 (2H, q, J = 7. 2Hz), 4. 79 ( 2 H, s), 6. 86 (1H, d, 
J = 8. 7Hz), 7. 46 (1H, d d , J = 8. 7, 2. 7Hz), 7. 62 
(1H, s), 8. 27 (1H, d, J = 2. 7H), 8. 52 ( 2 H, s), 10. 
8 8 (1H, b r s). 

Ml 0 9 : {b^#-^l 1 0 ©<fb£^©M5i 

WMtVX, 5-^on-2-tKo^-N- [3, 5-bf* (hJ)7/Vtn 
^ ^/u) 7^-^] ^yX7^ K mi (1) ©fc-frttK RXf? vnm&'OV 

j^m^xm 108 tiro©^^^, tis^#5^#7c 0 

ifc^ : 3 0. 3% 

'H-NMR (CDC 1 3 ) : 5 4.8 2 (2H, s) , 5. 3 5 (2H, s) , 6. 
84 (1H, d, J=8. 7Hz), 7. 38-7. 41 (6H, m), 7. 63 
(1H, brs), 8. 28 (1H, d, J = 2. 7Hz), 8. 54 (2 H, s), 
10. 8 6 (1H, brs). 

m 1 1 o : {c&mm% 109 ©^*©«3fi 

2- [(^y^t^V) ^ [3, 5- 

tf* (hy7/^n^7 c ^) 7*=-/U~\ K (fc^M^ 1 10 ; 43 

Omg, 0. 8 mm o 1 ) (T>J>$J— /V/zk (5mL + 5mL) MB^f&Mzk^ 
{b^hy^A (6 6. 7mg, 1. 6mmo 1) ZM?L. 60tt40«j$ 

J-JU (1 5mL) T?tRlfc. »f;«^2lM, tK, Sfrfo^zk-C 

.*V^/ffi&^^XgkffiLX,Umik&®<D&&ffiM~(3 1 Omg, 86. 

8%) £#fd 0 

'H-NMR (DMSO - d 6 ) : 5 4 . 9 5 ( 2 H, s ), 7 '. 2 8 ( 1 H, d , 
J = 8. 7Hz), 7. 65 (1H, dd, J = 8. 7, 2. 7 Hz), 7. 85 
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(1H, brs), 7. 90 (1H, d, J = 2. 7Hz), 8. 53 (2H, s), 
11. 12 (1H, s). 

fill l l ift^flfrS-S-i l l ©-ffr&to^iMi 

g^i: LT, 5-^pn-2-tK«?*'>-N- [3, 5 - tf * (h'j7^tn 
7i=;V] ^yX7^ K 1 h y !7A& (#14 3 (1) <D{k&®).R 

IR^S : 8 0 . 7 % 

1 H — NMR (CDC 1 3 ) : 5 5. 9 4 (2H, s), 7. 3 6 (1H, d, J 
= 8. 7Hz), 7. 70 (1H, dd, J = 8. 7, 2. 7Hz), 7. 62 (1 
H, s), 7. 7 8-7. 8 5 (2H, m), 7. 9 0- 7. 9 6 (2H, m), 8. 
17 (1H, d, J = 2. 7Hz), 8. 37 (2H, s), 9. 90 (1H, s). 

m 1 1 2 : <t;-£#j#-§- 112 (Dit^momTt 

WMtVX. 5-^na-2-t Kn^v—N- [3, (H)7/^n 
7:c=/V] ^yX7^ K (Wl (1) <D4k&V0). 3, 4, 6- 

^ ^_ 0 _7tf ;V- a - t'7 / '^7b ^ KStJAVTI 0 8 

Jfc^S : 2 6 . 9 % 

1 H — NMR (CDC1 3 ):S 1. 99 (3H, s), 2. 03 (3H, s), 
2. 05 (3H, s), 2. 06 (3H, s), 3. 92 ( 1 H, ddd, J = l 
0. 2, 5. 4, 2. 4Hz), 4. 11-4. 16 (1H, m), 4. 33 (l 
H, dd, J = 12. 6, 5. 7Hz), 5. 15-5. 21 ( 1 H, m), 5. 
3 0- 5. 4 0 (3H, m), 7. 08 ( 1 H, d, J = 8. 7Hz), 7. 48 
(1H, dd, J = 8. 7, 2. 7Hz), 7. 67 (1H, s), 8. 18 (1 
H, d, J = 2.'7Hz), 8. 26 ( 2 H, s), 9. 27 ( 1 H, s). 
m 1 1 3 : fc3-*S## 113 ©ft^OSiJt 
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Ix7C : MA Y B R I DGEtfc 
Ztujfzj- K#-J§-: RDRO 3 0 9 9 

'H-NMR (DMSO-d 6 ) : 8 7. 6 7 (1 H, dd, J=8. 1, l. 
2Hz), 7. 99 (1H, dd, J = 9. 9, 2. 7Hz), 8. 01 ( 1 H , 
s), 8.2 7 (2H, s), 8.3 5 ( 1 H, s). 
#1114 : it&Vott 114 ©-fb^OHat 

5-^p-2-tKn^- N -[3, 5-^ (hy7;^D^f;>) 7l 
^]^X7; K(«1 (l)©fc#*;0. 2g, 0. 5mmol)M 

CO- 5 ^L) ®^OD^> (8mL) *?£ N 
=*>#B*T* ^l^P!)K(l21mg, 0. 8mmo 1) tM, ft 

3 : 1) T'ffi^LT, fcSfl^fcXBfcllfc&sfc (1 6 lmg, 6 6%) £#fc 0 
*H-NMR (CDC 1 3 ) : 5 2. 2 5 (1H, dt, J = 13. 5, 10. 
0Hz), 2. 55 (1H, ddd, J = 18. 0, 10. 0, 1. 8Hz), 2. 
75 (1H, ddd, J = 13. 5, 9. 3, 2. 4Hz), 2. 99 (1H, d 
t, J = 18. 9, 9. 3Hz), 7. 07 (1H, d, J = 8. 7Hz), 7. 
58 (1H, dd, J-8. 7, 2. 7Hz), 7. 88 ( 2 H, s), 8. 00 
(1H, d, J = 2. 7Hz), 8.0 1 (1H, s). 
#1115 : ft;-g^#-5§-l 1 5 (Dik&lfo<DUT& 

W&b LT % 5-^P-2-tKD^-N- [3, 5 - If* ( h y 7,M-n 
7=c=/i/] ^yX7U' (#J1 (1) <Dik&m), JTOnnffil^ 

/K L-CTir h= h y/u£^r#li o 8 tra«©iftftsfcfTV\ ^M-fk-a- 

7 9.1% 

'H-NMR (CD CI,) : 5 3. 7 7 (3H, s), 5. 9 9 ( 1 H , s), 
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7. 11 (1H, d, J = 8. 7Hz), 7. 52 ( 1 H, dd, J = 8. 7, 2. 
4Hz), 7. 87 (1H, s), 7. 95 (2H, s), 7. 99 (1H, d, J 
= 2. 4Hz). 

08 1 1 6 : te£-«5## 116 ©Sit 

H#f£LT, 6-^nn-3, Kn-4-t^y-3- [3, 5-tf* 

( h y yfr-tutfjv) -2H-i, 3 -*<y/ 2-% 

/^^m. ^^jv^-fjv \ 1 5) *%\^xm \ 1 0 tmmo)^ 

M : 8 9. 4% 

1 H — NMR (CDC1 3 ):5 6. 02 (1 H, s), 7. 12 (1H, d, J 
= 8. 7Hz), 7. 53 (1H, dd, J=8. 7, 2. 4H'z), 7. 87 (1 
H, br), 7. 95 (2H, s), 7. 99 (1H, brs). 

m 1 1 7 : 1 1 7 <Dik&®<Dmm 

T^=n/%fmnT. 4*7^*/-/^ (2. OmL) fcl&Jg^- h y -7 A (1. 2m 

-N- [3, 5-tr* (h y 7/^p^^) y^-^l ^yX7 5 K <m (D 

©ft-^fe; 2 0 0mg, 0. 5 2 1mmol) ^Dx.> £ h \ZT±^ uy*y%;V 
(8 1mg, 0. 5 7 3mmol) £ 4 0 #;Wj"C^T. #^T' 

5feLT#bftfcM£^y *^*7A^n7 h^77^- (n -^f-^ : g£ 

^xf/v= 4:1) ft i Ut, iM^fe© ( 1 4 1 m g , 51. 5%) 

1 H — NMR (CDCI3) : 5 3. 14 (1H, d, J = 16. 2Hz), 3. 
25 (1H, d, J = 16. 2Hz), 3. 39 (3H, s), 3. 79 (3H, 
s), 7. 05 (1H, d, J = 8. 7Hz), 7. 50 (1H, dd, J = 8. 
7, 2. 4Hz), 7. 93 (1H, d, J = 2. 7Hz), 7. 94 (2H, s). 

203 



WO 03/103656 



PCT/JP03/07127 



mi 1 8 : 1 1 S <Ott&Ql<DWk 

(1) [5- (1, 7vt°jU-2-7*/*i/ 
-2-fc KD^r^yXT? K 

mntLX, 5-^BBf!)f^ &tf5- (1, l-v^fvi') T'nlf/u- 

Jfc^ : 6 5 . 2 % 

1 H — NMR (CDC I 3 ) : 5 0. 69 (3H, t, J = 7. 6 Hz), 1. 2 
9 (6H, s), 1. 64 (2H, q, J = 7. 6Hz), 6. 91 (1H, dd, 
J = l. 7, 7., 6Hz), 6. 9 6 (1H, d, J = 8. 9Hz),7. 03 (2 
H, d, J = 8. 9Hz), 7. 10 (1H, dt, J = l. 7, 7. 6Hz), 
7. 16 (1H, dt, J = l. 7, 7. 6Hz), 7. 31-7. 40 (4H, 
m), 8. 42 (1H, dd, J = 2. 0, 7. 9Hz), 8. 53 (1H, br. 
s) 11. 94 (1H, s). . 

(2) 6-^un-3 - [5- (1, 1-vMfvW) ~? p fcT/W— 2-7i/^v' 
7x^/1/] -3, 4-^fcKc-2H-l, 3 — <ZsX**yr*J*- 2, 4-^ 

tffrfr4fc#*l 18) 
5-^nn-N- [5- (1, l-^^f-J^) 7d f/W- 2 **y7 
;V] -2-t *^VX7 5K(99mg, 0. 24mmol)^nn 2fWt 
xf/P (2 5mL, 0. 2 6mmo 1 h f U (lmL) ©JB^-flfe* 1 ^WAO 

^!)*^7^7D-7^77^- (n-^W:SSSxf/l/=10 : 1) 

xmmvx, iift^©efea» (46m g , 43. 6%) £#7t a 

1 H — NMR (CDCI3): S 0. 65 (3H, t, J = 7. 5Hz), 1. 2 
4 (6H, s), 1. 59 (2H, q, J = 7. 5Hz), 6. 96 ( 3 H, m) , 
7. 18-7. 29 (4H, m), 7. 33 ( 1 H, dd, J = 8. 0, 1. 6H 
z), 7. 40 (1H, dt, J = 8. 4, 1. 5Hz), 7. 65 (1H, dd, 
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J = 8. 7, 2. 4Hz), 8. 06 (1H, d , J = 2. 4Hz). 
m 1 1 9 : 119 (7)^^oSSl)t 

Jl^ftLT. N— (4-^7ai-/i-) -2-tKn^r->-5- (h!):7/W;fn^ 

7 ^S^#l^#fc, 
.I&Sp: 8 8. 9% 

1 H — NMR (DMSO-d 6 ) : 5 3. 29-3. 38 (2H, m), 3. 48 
-3. 58 (6H, m), 7. 31-7. 37 (1H, m), 7.. 44-7. 49 
(2H, m), 7. 57 ( 1 H, d, J = 8. 4Hz), 7. 67-7. 71 (4 
H, m), 7. 79 (2H, d, J = 8. 7Hz), 7. 95 (1H, dd, J = 

9. 0, 2, 4Hz), 8. 02 ( 1 H, d, J = l. 5Hz), 10. 60.(1 
H, s). 

[N- (4-fc*7a:-/W) -2-tKn^-5- (F!)7;^o^f^) -O' 
XT 5: K :-HBS^MIS9 9/6 5 4 4 9f^7U? h#RS] 
09 1 2 0 : it&m^r%- 12 0 <Dtt>&m<DWk 

WMtVX, 5-^p o- 2-fc Kn^rv—N- [2, 5 -If* ( h !) 
;*7VV) K (09 9 l (1) <D4k&m, MD^-^y 

vvi/£/^t#i 5 o t ng«ft&fe£*TV\ mmfc&mzm^ 

jRap : 9 0 . 6 % 

'H-NMR (DMSO-d 6 ) : 6 5. 14 (2H, d, J = 8. 4Hz), 5. 
15 (2H, d, J = 7. 5Hz), 7. 29-7. 35 (1 0 H, m), 7. 4 
3 (1H, dd, J = 8. 7, 0. 9Hz), 7. 64 (-1H, dd, J = 8. 7, 
2. 7Hz), 7. 74 (1H, d, J = 2. 1Hz), 7. 91 (1H, d, J 
= 8. 1Hz), 8. 05 (1H, d, J = 8. 4Hz), 8. 09 ( 1 H, s), 

10. 6 1 (1 H, s). 

m i 2 1 : 4b«a-«&## 121 ©-fk-a-ftosii 

H5t#£ Lt,5-i7cn-2-(^yv ? /l'7t-^7t-/)^'>-N-[2, 

205 



WO 03/103656 



PCT/JP03/07127 



(h!)7/vto^f;v) 7x=/u] ^yX75 K 120) 
l» : 9 5 . 7 % 

'H-NMR (DMSO-d,): 5 7. 4 7 (1H, dd, J = 8. 7, 0. 
9Hz), 7. 6 3-7. 6 8 (2H, m), .7. 90 ( 1 H, d, J=8. 4H 
z), 8. 05 (1H, d, J = 8. 1Hz), 8. 15 ( 1 H, s), 10. 3 8. 
(1H, s). 
Ml 2 2 : 12 2 Oib-B-^OMit 

liiLX, 5-^nn-2-7^-^7*-/^*>-N-[2 I 5-fc** (h 
U7^n^f/V) 7cc=/V] ^yX7? K Gb'^«a#-9- 1 2 1 ) £fflV^T#l5 

J|X^ :93. 8 % 

'H-NMR (DMSO-d 6 ) : 5 7. 4 0 ( 1 H, dd, J=8. 7, 0. 
9Hz) 7. 52 (1H, dd, J = 8. 7, 3. 0Hz), 7. 59 ( 1 H, d, 
J = 3. 0Hz), 7. 86 (1H, d, J = 8. 4Hz), 7. 98 ( 1 H, s), 
8. 02 (1H, d, J = 8. 4Hz), 11. 95 ( 1 H, s). 
Ml 2 3 : it-kVam^ 12 3 <Dfc&moUig 

WMtLXs 5-^nn-N- [2-^oo-5- ( h V 7>V.3ru * ^-jV) 7*. 
~M - 2 - fc Ko*^X7 §K(«8 4 ( 1 ) <Dtt£tto)^ RU&V ^MfeS? 

-<>^£jivvc0!i5 ofcTO**f^«rtrv\ mm^m^m^ 
urn ■• 9 9 . i % 

1 H-NMR (DMSO-d 6 ) : 5 5. 13 (2 H, d, J = 8. 1Hz), 5. 
14 (2H, d, J = 8. 1Hz), 7: 27-7. 33 (10 H, m), 7. 4 
3 (1H, d, J = 9. 3Hz), 7. 61-7. 66 (2H, m), 7. 77- 
7. 80 (2H, m), 8. 19 ( 1 H, s), 10. 43 (1H, s). 
il 2 4 : <ffc£«-^ 1 2 4 <DK&m<0'mk 

Wfflb IT, 5-^dp-N- [2-^pb-5- (M)7^o^f;v) 7x 
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#12 3) &JSVNT#I5 1 £ H^ft^ff^trVV 
■■ 9 5. 8 % 

1 H — NMR (DMSO-d 6 ) : 8 7. 5 2 ( 1 H, d, J = 8.7Hz), 7. 
60 (1H, dd, J = 8. 1, 2. 1Hz), 7. 66 (1H, dd, J = 8. 
7, 3. 0Hz), 7. 79-7. 82 (2H, m), 8. 44 (1H, s), 10.. 
3 1 (1H, s). 

m 1 2 5 : <{fc;-a^#-§- 12 5 <Dit^(Dmit 

WMtLX, 5-^nn-N- [2-*pp-5- ( MJ * f-jV) 7^ 

=-)V\ -2- (7*— y^S") ^X7^ K (ft^ft#tl2 4) * 

Jfcs|s : 9 0 . 2 % 

1 H — NMR (DMSO-d 6 ) : S 7. 48 (1H, dd, J = 9. 0, 3. 
0Hz) 7. 53 (1H, dd, J = 8. 7, 2. 1Hz), 7. 58 (1H, d, 
J = 8. 7Hz), 7. 6 9-7. 7 2 (2H, m), 8. 36 (1H, d, J = 
2. 1Hz), 11. 70 (1H, s). 
m 1 2 6 : 12 6 (Dfc&mvWk 

mntLX, 5-^no-N- {4- [(1, 1-i^TvU) ^5vk]-5- [(2, 

K (#J9 2 (3) <Dfc&m. JOTO ^^^i*;HrffiV^-Cf!l5 0 £f3$ 

fc*fls*frv\ »SHb£4fefc1*fc. 
: 1 0 0 . 0 % 

'H-NMR (DMSO-d 6 ) : 5 1. 21 (9H, s), 1. 25 (9H, s), 
5. 09 (2H, d, J=8. 4Hz), 5. 11 (2H, d, J = 7. 8Hz) 
7. 2 3-7. 3 8 (1 1H, m), 7. 63 (1H, dd, J=8. 7, 2. 7 
Hz), 7. 82 (1H, dd, J = 2. 7, 0. 9Hz), 13. 00 (1H, 
s). 
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m 1 2 7 : 12 7 tDfc&QHDWk 

WMt It, n- 2- (^y^7^-^7^-/) ***>-N- {4 

- [(1, l-v^^) - 5- C(2, 7 , ot°^=;U] 

f-7'/-/l/-2->f^} ^X7 5 K Offc"S^##l 2 6) £/BVvC0!l5 

HX^ : 9 8. 1% 

'H-NMR (DMSO-d 6 ) : 6 1 . 2 6 ( 9 H, s ), 1 . 2 8 ( 9 H, s ) , 

7. 43 (1H, dd, J = 8. 7, 1. 2Hz), 7. 61 ( 1 H, d d, J = 

8. 7, 2. 7Hz), 7: 67 (1H, d, J = 2. 4Hz). 
Ml 2 8 : fc-B-W-^ 12 8 (Dtt&mcDWfe 

H^iU, 5-^nn-N- {4- [(1, 1 -^^ ^) - 5 - [( 2 , 

2-^^^/U) /nt't^] 5^/— ^- 2--C/W -2- (7* — *7;*- — 
y^-^i/) K (-fb«g-tt## 1 2 7) £ffiV^T0iJ5 2 i ITO&tJfeffrlrfT 

l&afi : 3 5 . 8 % 

a H — NMR (DMSO-d 6 ) : 5 1. 26 (9H, s), 1. 2 7 (9H, s), 
7. 37 (1H, d, J = 9. OHz), 7. 55 (1H, dd, J = 9. 0, 2. 
7Hz), 7. 64 (1H, d, J = 2. 4Hz). 
Ml 2 9 : <fb£-«-S§- 12 9 <D'tt&m<Dmt 
(1) 5-7*n*-2-tKn^-N- [2, 5 - M * ( MJ TVVosj-nj* fvW) 
^<yX7 5 K 

=-V ^zm^xMi (l) fcW*fc*fls*:fTV\ Mft&fe&ftfc. 
iR* : 2 4 . 0 % 

X H — NMR (DMSO-d 6 ) : 5 7. 0 3 (1 H, d, J = 8. 7Hz), 7. 
65 (1H, dd, J=8. 7, 2. 7Hz), 7. 76 (1H, d, J = 8. 4 
Hz), 8. 03 (1H, d, J=8. 1Hz) 8. 11 ( 1 H, d, J = 2. 7 
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Hz), 8. 74 (1H, s), 11. 02 (1H, s), 12. 34 (1H, s). 
(2) 5-7^^-2- (^7^-!);*/^^) *-*i/-N- [2, 5- 
tf* (h!)7;^a^f^) ^yX7^ K (-fb^*J*#l 2 9) 

JBCRfcb-C, 5-7*Bt-2-fcKo^>-N- [2, 5 -If* ( h !) 

: 8 9 . 4 % 

'H-NMR (CDC1 3 ) : 5 3. 55-3. 68 (8H, m), 7. 06 (l 
H, d, J = 9. 0Hz), 7. 57 ( 1 H, d, J = 8. 1Hz), 7. 65 (1 
H, dd, J = 9. 0, 2. 7Hz), 7. 81 ( 1 H, d , J = 8. 4Hz), 

7. 97 (1H, d, J = 2. 7Hz), 8. 39 ( 1 H, s), 8. 60 ( 1 H, 
s). 

011 1 3 0 : {fra-M^ 13 0 <Dik&m<DWk 

(1) [2, 5-tf* ( h V 7^tn^fA-) 
^yX7 5 K 

iMJfvM^ (6. 90g, 50mmol), 2, 5 -\f* (hV 
7-!)y(ll. 46g, 50mmo 1), Hfft!)A/ (2. 18ml, 25 mm 
o 1) N ^un^yfy (1 5 0ml) <Dm&Wi* 4 W^PfiM Lfc ^JS^ 

> !7A« bfc. «JSESr«ffiS* L-C#f>ftfcai££ n 
T-i5fc^bT, (8. 4g, 4 7. 8%) fcftfc. 

'H-NMR (CD3OD) : 6 7. 00-7. 06 (2H, m), 7. 48 (1 
H, dt, J = l. 5, 7. 5Hz), 7. 74 ( 1 H, d, J = 8. 4Hz), 

8. 01-8. 08 (2H, m), 8. 79 (1H, s), 11. 0 9 (1H, s), 
12. 0 3 ( 1H, s). 

(2) 3, 5 7 J?7*n*- 2-fc Kn*5/-N- [2, 5 -If* ( h !) 
^fvl^) 7s-;V] ^yX7U* 
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2-t Kcr^vz-N- C2, 5-tf* ( h V y;v*v **f-jv) -<yX 
T5K (I75mg, 0. 5mmol) OW&ft&M (5mL) feU^ & (3 
mg, 0. 0 5mmo 1 h (1 2 9 n 1 , 2. 5 mm o 1 ) £210*., 5 0°C 

•ei 2i*n»#ufc. Rjca-s***!!*^?^*, tfrraw*, iafn^ 

•>!I*^7A^7 h^77^- (n :^^^=2: 1) Tit 

fU,«»S^ (18 4. 2 m g, 7 2. 7%) fcftfc. 
*H — NMR (DMSO-d 6 ) : 6 7. 92-7. 98 (1 H, m), 8. 06 

(1H, d, J = 2. 1Hz), 8. 09 (1H, d, J = 8. 4Hz), 8. 2 
2 (1H, d, J = 2. 1Hz), 8. 2 7-8. 3 2 (1H, m), 11. 31 

(1H, s). 

(3) 3, 5-^n^-2 - (Wt-Uy*^**^) t=5f;/-N- [2, 
5 -If* (M)7^n^f/W) C7oi=/U] ^X7 5 K Ofb£-#l##l 3 0) 
3, 5-^o ; t-2-tKn^-N-[2, 5-^ ( h y ^ f ;!/) 

TM7 1 £P«©l&f1=£fTV\ ^jg<fb£-#f£#7t, 
itX^ : 7 0 . 6 % 

J H-NMR (CDCl 3 -d 6 ):fi 3. 54-3. 77 (8H, m), 7. 5 
8 (1H, d, J=8. 4Hz), 7. 81 (lH, d, J = 8. 4Hz), 7. 
91 (1H, d, J = 2. 1Hz), 7. 94 ( 1 H, d, J = 2. 1Hz), 8. 
5 4 (2H, b r s). 

Ml 3 1 : W&tfa^ 13 1 ^fc-a^tDMii 

Ml 3 0 (1) ©n-^*if^*ifr&»&&S{t^<&&&SI# (2 11. 7mg, 
0. 9%) 

'H-NMR (DMSO-d 6 ) =8 6. 9 8 (1 H, t, J = 7. 5Hz), 7. 
03 (1H, d, 8. 4Hz), 7. 4 6-7. 6 0 (3H, m), 7. 6 7—7. 
72 (1H, m), 7. 8 0-7. 8 4 (2H, m), 7. 88-7. 91 ( 1 H, 
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m), 7. 97 (1H, dd, J = l. 2, 8. 1Hz), 8. 02 (1H, dd, 
J = 8. 1Hz), 10. 23 (1H, s), 10. 52 (1H, s). 
#113 2 : 1 3 2<Dfc£&l<Dmm 

2-kKo^-N- [2, 5-tf* (MJ7;^n^f/v) 7cc^/u] -<>-X 
7U*(W13 0 ( 1 ) ©fl^&h RXf^^y*— VZ/-4 n y 
K£/B^T0J7 1 ^i©if^^m\ &Sfc£-&£ftfc. 
1 H — NMR (CDC 1 3 ) : 5 3. 5 7- 3. 7 1 (8 H, m), 7. 18(1 
H, d, J = 8. 4Hz), 7. 37 (1H, dt, J = 7. 8, 1. 2Hz), 
7. 5 3 -7. 5 9 (2H, m), 7. 79 (1H, d, J = 8. 4Hz), 7. 
84 (1H, dd, J = l. 5, 7. 8Hz), 8. 42 (1H, brs), 8. 
6 8 (1 H, s). 

Ml 3 3 : fl^»## 13 3 <Z>flS<£4&<0f43t 

(1) 5-*nn-2-fc Kn#^-N- [2- (4-^ h^fT^y - 
5- (h!)7/vto^f;v) ^yX7 5 K 

j**y) hv yj^y-f K&jawrm (i) tmm(D&ftzft\,\ mm 

JR* : 8 8 . 1 % 

1 H — NMR (CDC1 3 ): « 3. 85 (3H, s) 6. 81 (1H, d, J 
= 8. 5Hz), 6. 9 7 - 7. 0 2 (3H, m), 7. 08 (2H, d, J=8. 
8Hz), 7. 30 (1H, m), 7. 40 (1H, d d , J = 8. 8, 1. 9H 
z), 7. 45 (1H, d, J = 2. 2Hz), 8. 70 ( 1 H, s), 8. 78 (1 
H, d, J = l. 6Hz), 11. 76 (1H, s). 

(2) 5-^nn-N- [2- (4-> h*is7 / -5- 
n^^/W) 7x-^] -2 - [(^7t- y / */U3i?=/U) ^X7^ 
K 3 3) 

Hit LT, 5-^oo-2-t Kn^>-N- [2 - (4 -7* F^-77x/^ 
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y-4-*/vt^oy K£fflV^T0!l7 1 i I^S©ftf££fTV\ WMit^^ 

#7C 0 

iW 6 0. 0 % 

'H-NMR (CDC1 3 ):5 3. 37-3. 41 (2H, m), 3. 62 (6 
H, s), 3. 83 (3H, s), 6. 78 ( 1 H, d, J = 8. 7Hz), 6. 9 
3-7. 03 (4H, m), 7. 11 ( 1 H, d, J=8. 4Hz), 7. 24- 
7. 28 (1H, m), 7. 47 (1H, dd, J = 8. 7, 2. 4Hz), 7. 
86 (1H, d, J = 2. 7Hz), 8. 9 0-8. 9 3 (2H, m). 
Ml 3 4 : ft&*fo%t% 13 4 ©^fe©S3t 

MRt, 5-7*0*-^- [2-7PH-5- (M)7/Vtn^f/V) 7^ 
-2-t Kp^'WXT^ K (00 8 5 (1) Ofl^fch Rtf^JJ^Bfe^ 

mm : 89. 8 % 

'H-NMR (DMSO— d 6 ) : 5 5. 11 (2H, d, J = 8. 4Hz), 5. 
13 (2H, d, J = 8. 7Hz), 7. 2 3-7. 3 9 (1 1H, m), 7. 6 
1-7. 64 (1H, m), 7. 7 4-7. 8 0 ( 2 H, m), 7. 91 ( 1 H, 
m), 8. 19 (1H, m), 10. 45 ( 1 H, s). 
W 1 3 5 : 13 5 <Dik-k*fo<DW& 

WMtVX, 5-^n^e-N- [2-^PP-5- (Hl7/V*o^f;l/) 37^ 

-2- *7*—;) ^yX7 5 K (fls-a-fc* 

#13 4) Zm^xms 1 tra«fciftft5«:tfv\ «JBfls£4&£#fc. 
: 8 9 . 6 % 

1 H-NMR (DMSO-d 6 ) =8 7. 46 (1 H, dd, J = 9. 0, 1. 
2Hz), 7. 61, (1H, dd, J = 8. 4, 2. 1Hz), 7. 78 ( 1 H, 
dd, J = 9. 0, 2. 4Hz), 7. 81 (1H, d, J=8. 1Hz), 7. 
92 (1H, d, J = l. 8Hz), 8. 44 ( 1 H, d, J=l. 2Hz), 10. 
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2 7 (1 H, s). 

All 3 6 : 1 3 6©Ui©M 

It, [2-^ob-5- (fy7/Uto^f^) 7rc 

-2- (7t-^7t-yi"#"» ^yX7^K (UWf 13 5) £ 

urn ■ i o o . o % 

l H — NMR (DMSO-d 6 ) : 6 7. 4 9 (1 H, dd, J = 8. 7, 0. 
9Hz), 7. 56 (1H, dd, J=8. 4, 1. 8Hz), 7. 61 (1H, 
dd, J = 8. 7, 2. 4Hz), 7. 73 (1H, d, J = 8. 4Hz), 7. 
83 (1H, d, J = 2. 4Hz), 8. 31 ( 1 H, d, J = l. 5Hz), 1 
1. 9 6 (1H, s). 

0U 3 7 : it^m^-l 3 1 (Dfc&mvmfe 

WMtLX, 5- [(1, l-V/j-'/V) m^/w] -2-fc Kn^f-V-N- [3, 
5 - (by fvu) /<yX7 ^ K (09 7 8 ( 1 ) <D\\^ 

m), ^tfiey >'i^'<>'^£fflv^T0ij5 o tmmt£®iftzfti<\ mmit^^ 

IfcSpi : 9 4 . 4 % 

1 H — NMR (DM SO- d 6 ) : 8 1. 32 (9H, s), 5. 0 9 (2H, d, 
J = 8. 1Hz), 5. 10 (2H, d, J = 7. 8Hz), 7. 22-7. 36 
(11H, m), 7. 60 (1H, dd, J=8. 7, 2. 4Hz), 7. 65 (1 
H, d, J=2. 4Hz), 7. 80 (1H, s), 8. 39 (2H, s), 11. 
0 5 (1H, s). 

M 1 3 8 : 13 8 Oftl^oMit 

aat, 2- (^y^7^-^7i-;) ^iy-5- C(i, i-is* 

i^/V] -N- [3, 5 -If* (h!J7^tn^;V) 7i=^] ^VX 
T ^ K (<fb£-#>#-5§- 1 3 7) £JBV^T0!|5 1 t IH*£&&f££?TV\ MS-fb^*- 
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J&5p : 1 0 0 . 0 % 

'H-NMR (DM SO- d 6 ) : 5 1.3 1 (9H, s), 7. 3 2 ( 1 H, d , 
J = 8. 1Hz), 7. 5 8 - 7. 6 3 (2H, m), 7. 82 (1H, s), 8. 
4 3 (2H, s), 11. 11 (1H, s). 
01! 1 3 9 : 13 9 <D{k&Ql<DW& 

EMkLX. 5- [(1, 1-^5^) ^tV\ - 2 -7**-;* 7* — 

— N— [3, 5 -If* (h^^to^f/U) ^^/v] K (<ffc"£#l 

#■§■13 8) sr^v^05 5 2 tmmti:&fE%:ft)<\ mMik&mzmtco 

Him : 85. 0 % 

'H-NMR (DMSO-d 6 ) : 5 1 . 2 9 ( 9 H, s ), 7 . 2 3 ( 1 H, d , 
J = 8. 7Hz), 7. 48 (1H, dd, J = 8. 7, 2. 4Hz), 7. 63 
(1H, d, J = 2. 7Hz), 7. 7 4 (1H, s), 8. 55 ( 2 H, s), 1 
3. 4 7 (1 H, s). 

m 1 4 0 : ft&m^ 14 0 CD{b^OSJit 

II!0ftfcL"C* 5-^ti^-2-tKo^N- [2, 5 - if* ( h U 7;V*u 
}=5-iv) 7zz.=-;v~\ /<yX7^; K (#112 9 (1) ©fb-g-feK RXfiMV 

Ifc^ : 8 4 . 1 % 

'H-NMR (DMSO- d 6 ) : 5 5. 14 (2H, d, J = 7. 8Hz), 5. 
15 (2H, d, J = 7. 8Hz), 7. 2 6- 7. 3 9 ( 1 1 H, m), 7. 7 
6 (1H, dd, J = 8. 7, 2. 1Hz), 7. 87 (1H, m), 7. 91 (1 
H, d, J = 8. 7Hz), 8. 05 ( 1 H, d, J = 7. 8Hz), 8. 09 (1 
H, s), 10. 6 1 (1 H, s). 
m 1 4 1 : te£&## 1 4 1 O^teOSJt 

JUtti LT. 5-yn^e- 2-(^y^7*-77*- /) *-*i/-N-[ 2 , 
5 -If* (MJ7^tu^f/V) 7cc-/l'] ^<yX7 5 K (ft^)ttl4 0) 
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M : 85. 4 % 

1 H — NMR (DMSO-d 6 ) : S 7. 41 (1H, d, J = 8. 4Hz), 7. 

7 5- 7. 7 9 (2H, m), 7. 90 ( 1 H, d, J = 7. 8Hz), 8. 05 

(1H, d, J = 8. 1Hz), 8. 15 (1H, s), 10. 42 ( 1 H, s). 

m 1 4 2 : 142 <Dik-&mz>n& 

WMt LT\ 5-^13^-2-7^-77^— yt^>-N- [2, 5 - tf* ( K 
1)7/^0^^) ^X7? K (ft^M^ 1 4 1 ) £/=^-C0l|5 

I&ip : 8 9 . 3 % 

1 H — NMR (DMSO-d 6 ) : 5 7. 3 2 (1H, d, J = 8. 4Hz), 7. 
62 (1H, dd, J = 8. 4, 2. 7Hz), 7. 69 (1H, d, J = 2. 4 
Hz), 7. 86 (1H, d, J = 8. 1Hz), 7. 92 (1H, s), 8. 02 

(1H, d, J = 8. 4Hz), 12. 44 ( 1 H, s). 
#114 3 : 14 3 (Dib&fyKDgm 

WMtVX^ 5-7n^-N- {3, 5-fcr* [(1, 1-S?*77l/) 7 
^/U} -2-t Kn^r^yXT^ K (0119 0 ( 1 ) <D{t^W , RTfiW x ) >Sfe 

ft* :94. 7 % 

'H-NMR (DMSO-d 6 ) : 5 1. 23 (18 H, s), 5. 08 (2H, 
d, J = 8. 4Hz), 5. 10 (2H, d, J = 7. 2 Hz.), 7. 16-7. 
34 (12H, m), 7. 65 (2H, d, J = l. 5Hz), 7. 71 (1H, 
dd, J = 9. 0, 2. 7Hz), 7. 8 2- 7. 8 3 (1H, m), 10. 43 
(1H, s). 
M 1 4 4 : {k&ft&^r 14 4 ©-ffc£-4*l©§4j£ 

Wfl-i lTv5-7'D ; e-2-(^y^/V7t-77d-/)t^-N-{3 ) 
5 - If* [( 1 , 1 - f7l") xf^] 7x=;u} -<yX7 5 K 1 
4 3) £^-C#l5 1 fcia*ft*f1s&fTV\ 
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i&m : 94. 8 % 

'H-NMR (DMSO-d 6 ) : 5 1. 28 (18 H, s), 7. 15 (1H, 
t, J=l. 5Hz), 7. 38 (1H, dd, J=8. 7, 0. 9Hz), 7. 
61 (2H, d, J = 2. 1Hz), 7. 70 ( 1 H, dd, J = 8. 7, 2. 4 
Hz), 7. 77 (1H, dd, J = 2. 7, 0. 6Hz), 10. 31 (1H, 
s). 

m 1 4 5 : it^mm^ 145 ^-g^Mst 

^itt, {3, 5 -If* [(1, l-i^5vw) 37 

ssvl/} -2- (7*—* 7* — ^X7U' (ft^Sf 14 4) 

&/Hwr0»l5 2 ilBI#4JlffSrfTV\ 
: 7 5 . 7 % 

'H-NMR (DMSO-d 6 ) : 5 1. 28 (18 H, s), 7. 11 (1H, 
t, J = l. 5Hz), 7. 30 (1H, dd, J=8. 7, 0. 6Hz), 7. 
55 (1H, dd, J = 8. 7, 2. 7Hz), 7. 72 (2H, d, J = 2. 1 
Hz), 7. 79 (1H, d, J = 2. 7Hz), 12. 00 ( 1 H, s ) . 
09 1 4 6 : ik&m^ 14 6 <Dik&®<D§m 
(1) 2-t Kb*'>-5- (3-5^-A-) -N- [3, 5 -If* ( MJ 

J^JN-tLr, 2-tKP^-5-a-K-N- [3, 5-tf* ( h U 7/V^-p 
y^/w) 7x-/w] ^VX7 5 K (#J8 1 (1) (Dfc&m). RV3-?-*7*y 
tfvusWt&m^XWSi (2) tn«©»^«:fTV\ 
W ••38.7% 

'H-NMR (DMSO-d 6 ): 5 7. 0 6 ( 1 H, d, J = 8. 7Hz), 7. 
57 (1H, d d, J = 4. 8, 1. 5Hz), 7. 66 (1H, dd, J = 4. 
8, 3. 0Hz), 7. 81-7. 84 (2H, m), 7. 86 (1H, s), 8. 
18 (1H, d, J = 2. 1Hz), 8. 49 (2H, s), 10. 90 (1H, 
s), 11.33 (1H, s). 
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(2) 2- 5- (3-^=/W) -N- 

[ 3 , 5 - \f x ( h V * v =c -?yX7 5 K Wb^«5## 1 

4 6) 

^i:tt, 2-tKu*'>-5- (3-^=^) — N— [3, 5-« (h 
: 9 2 . 7 % 

'H-NMR (CDC1 3 ): 5 3. 58-3. 72 (8H, m), 7. 05 (l 
H, d, J=8. 4Hz), 7. 36 (1H, dd, J = 4. 8, 1. 2Hz) 7. 
43 (1H, dd, J = 5. 1, 3. OHz), 7. 4 8 ( 1 H, dd, J = 3. 
0, 1. 5Hz), 7. 60-7. 64 (2H, m), 7. 89 (1H, d, J = 
2. 7Hz), 8. 09 (2H, s), 9. 15 (1H, s). 
0ij 1 4 7 : ft-a^#-$r 14 7 ©fc£*©»5ft 

i^itt, 5 -/n*- 2 - 1 KnJf-v'-N- [3-* h^-S- (hy^ 
A^n^/v) 7 = ^yX7$ K (W8 7 (l) ©-ffc-g-fch S-^D ^Sft 

Ifc^ : 7 7 . 7 % 

1 H-NMR (DMSO- d 6 ) : 5 3 . 7 8 ( 3 H, s ), 5 . 0 9 ( 2 H, d , 
J = 8. 1Hz), 5. 10 (2H, d, J=7. 5Hz), 7. 00 (1H, s), 
7. 2 3-7. 3 6 (1 1H, m), 7. 56 (1H, m), 7. 73-7. 77 
(2H, m), 7. 87 ( 1 H, d, J = l. 8Hz), 10. 84 ( 1 H, s). 
m 1 4 8 : 14 8 ©ft;£-«l©§43§ 

JBjOftt LT, 5-7*^-2- (5?-<^S?/U7*- /) **5/-N- [3 
fsdf>>-5- ( h y 7/U^-t3^^/W) 7 31 -/I/] ^yX7U' ({b-8-#l#-i- 
14 7) Srffiv^0O5 1 fcPI**»f^t:ffv\ WM1£&®*®fc 0 
JR$ : 9 8 . 1 % 

*H — NMR (DMSO-d 6 ) :5 3. 83 (3 H, s), 7. 0 0 (1H, s), 
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7. 37 (1H, d, J = 8. 7Hz), 7. 57 ( 1 H, s), 7. 71-7. 
7 7 (3H, m), 1 0. 8 0 (1H, s). 
m 1 4 9 : te£-^#-Sy 14 9 (0fb£-4&l©Sl3i 

^nylx] -2- {7±~ /**>y) ^X7 5K 
: 9 8. 6 % 

1 H — NMR (DMSO-d 6 ) : 5 3. 8 2 (3H, s), 6. 95 (1H, s), 
7. 26 (1H, d, J = 8. 7Hz), 7. 61 (1H, dd, J = 8. 7, 2, 
4Hz), 7. 70 (1H, s), 7. 74 (1H, d, J = 2. 4Hz), 7. 8 
6 (1 H, s), 12. 6 2 (1H, b r s). 
W 1 5 0 : 4k&®&%- 15 0 <Ott&fy<Dm& 
(1) 2-fc df-->— 5 -7x=;l/ir^-N- [3, 5 -If* ( h U 7 tv 

2-tKP^>-5-3-K-N- [3, 5 -If* (HJ7^tn^f^) 7^ 
^<yX7 5; K (MS 1 (1) ©ft^ft; 4 7 5mg, lmmol), 7fU 
y (130mg, 1. 2 5mmol),S^7^7^ (4. 5mg, 0. 0 2m 
mo 1 ) N h y * h ^/W) Jft*?^ (12. 2mg, 0. 0 4mmo 

lh ^y7 P DtVV7^y (3 8 8mg, 3mmolK N, N-^^f^7* 
-yl^TS: K (2mL) 8 B#MS&« Ufc, 

*7A^nv h^77>f- (n-^ty:'f-y7'o tf/ucc— ; 7 t /w= 2 : 1-*1 ' : 
1) -CilLt, »JBfc£<ft©#*ifeBfc (I7 3mg, 3 8. 3%) £#fc 0 
! H-NMR (DMSO-d 6 ) : 8 7. 0 4 (1 H, d, J = 8. 4Hz), 7. 
2 0- 7. 2 9 (3H, m), 7. 38 (2H, t, J = 7. 5Hz), 7. 59 
(2H, d, J = 7. 5Hz), 7. 72 ( 1 H, dd, J = 8. 4, 2. 1Hz), 
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7. 86 (1H, s), 8. 07 (1H, d, J = 2. 1Hz), 8. 49 (2H, 
s), 10. 89 (1H, s), 11. 33 (1H, brs). 

(2) 2— (^7i--yy*M^) st^ci/— 5 — y ^=-;VolJ-- ;v— N — 
[3, 5-tf* (fy7;vto^f^) 7x-^] ^X7;K ({b^#^l 
5 0) 

Mi It, 2-t Kn5ri/-5-7x-/Hr-/l'-N- [3, 5 - 1"^ (h. 
1» : 9 9 . 5 % 

X H — NMR (CDC1 3 ):6 3. 61-3. 69 (8H, m), 7. 08-7. 

12 (3H, m), 7. 32 (1H, d , J = 7. 2Hz), 7. 36-7. 41 
(2H, m), 7. 51-7. 53 (2H, m), 7. 59 (1H, dd, J = 8. 

4, 2. 4Hz), 7. 65 (1H, s), 7. 87 (1H, d, J = 2. 1Hz), 

8. 11 (2H, s), 9. 0 5 (1 H, s). 
M 1 5 1 : it^m^ 1 5 1 (TMfc-a^Oi^ 

IfiHT, 2-t Kn*v/-5-7x-;i'xr-/i'-N- [3, 5 -if;* (b 
!)7;^n^f/i') K (#Jl 5 0 (1) <Dik&%>)), RUM 

W : 8 2 . 0 % 

*H — NMR (DMSO-d 6 ) : 5 5. 12 (2 H, d,J = 8.4Hz), 5. 

13 (2H, d, J = 7. 5Hz), 7. 25-7. 43 (16H, m), 7. 6 
3 (2H, d, J = 7. 2Hz), 7. 7 8-7. 8 2 (2H, m), 7. 96 (l 
H, s), 8. 40 (2H, s), 11. 17 ( 1 H, s). 

f*;§^J : N F - k B ?SmkU^W\fe 

nf- k Btzmmmftmz Hiii (ceinj, cm), 1993 

I7 3t, IH2-SI-, p. 3 9 5-4 0 6#{& 0 ) ?:##iaTlilfc 0 NF 
- k B ^^SH^'J (TGGGGACTTTCCGC) % 5 yfAC) bfc^" 1)^7^ 
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^Kfc?*— *yww>7;c7— tfit^y- (Luc) <D_k^£,m^i2^7c7 p -7* 5" 
K (pNFkB-Luc Reporter Plasmid : STRATAGENE #M) ^h7>^7x 
^KH(Effectene, QIAGEN |±M) SrJEV^T fc hJffa563fefcUI&** He pG2 
(CQIAGENl±£>7 P n h = h 7 V^7i ^ h LT V 6 —24I^IBi*ff* Lfc. 
tOf, ftft-fb^«J©#^£TXt±*#^ETT, TNF-a(40 ng/ral) StAQ X. X 4 

*tt§4) RXfiib¥&%Mfe&M* (spectrafluorplus, tecanM) £^TS'J£ 

^^^fefco 10 m g/ml 1 n g/ml #£TK&tt $ N F - k B £jt£Pl 





NF - k Bf£t£«*« (%) 


Xlllll 0 m g/mL 


JEftftftl g /mL 


l 


9 5. 8 


9 4. 9 


2 


9 8. 6 


9 7.9 


3 


9 8. 4 


9 6. 1 


4 


9 7. 5 


9 4. 2 


5 


9 8. 0 


9 6. 1 


6 


9 8. 1 


9 4.4 


7 


9 8. 8 


9 3. 9 


8 


9 7. 9 


9 5.0 


9 


9 7. 3 


9 4. 6 


1 0 


9 7. 4 


9 5. 3 


1 1 


9 9. 2 


9 7. 3 


1 2 


9 7. 5 


9 5. 5 


1 3 


9 8. 7 


9 6. 6 


1 4 


9 9.4 


9 8.9 
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1 5 


9 9. 1 


9 7. 9 


1 6 


9 8. 4 


9 6. 6 


1 7 


9 6.8 


9 7.0 


1 8 


9 8. 1 


9 5.4 


1 9 


9 8. 8 


9 7.9 


2 0 


9 8. 1 


9 4. 8 


2 1 


9 8.7 


9 6. 7 


2 2 


9 8. 7 


3 5. 3 


2 3 


9 7. 3 


19.8 


2 4 


9 6. 8 


9 6. 3 


2 5 


9 7. 2 


9 3. 4 


2 6 


9 8.9 


9 7. 8 


2 7 


9 9. 2 


9 5. 8 


2 8 


9 8. 4 


9 6.4 


2 9 


9 7. 5 


9 0. 2 


3 0 


9 7. 0 


9 6.4 1 


3 1 


9 7. 2 


9 7. 2 


3 2 


9 8. 8 


9 8. 0 


3 3 


9 8. 6 


9 6. 6 


3 4 


9 9. 5 


5 1. 9 


3 5 


9 8. 3 


9 6. 9 


3 6 


9 8. 7 


9 7. 8 


3 7 


9 8. 1 


9 6. 6 


3 8 


9 8. 6 


9 7. 8 


3 9 


9 8.4 


9 6. 7 


4 0 


9 7. 5 


9 6. 2 
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4 1 


9 9. 


1 


9 1. 


4 


4 2 


9 6. 


9 


9 2. 


7 


4 3 


9 7. 


6 


9 4. 


9 


4 4 


9 8. 


6 


8 5. 


9 


4 5 


9 5. 


4 


8 4. 


7 


4 6 


9 6. 


3 


8 9. 


5 


4 7 


9 2. 


5 


8 4. 


7 


4 8 


9 0. 


4 


3 7. 


9 


4 9 


9 9. 


0 


8 0. 


1 


5 0 


9 7. 


1 


9 0. 


7 


5 1 


9 6. 


6 


8 9. 


7 


5 2 


9 6. 


5 


7 6. 


3 


5 3 


9 2. 


0 


2 1. 


5 


5 4 


9 8. 


0 


9 6. 


0 


5 5 


9 9. 


1 


9 7. 


1 


5 6 


9 8. 


9 


9 6. 


8 


5 7 


9 7. 


2 


9 5. 


4 


5 8 


9 8 . 


8 


9 7. 


9 


5 9 


9 7. 


8 


9 6. 


2 


6 0 


9 8. 


9 


9 7. 


7 


6 1 


9 9. 


2 


9 8. 


6 


6 2 


9 7. 


8 


9 6. 


8 


6 3 


9 8. 


2 


9 7. 


1 


6 4 


9 7. 


5 


9 6. 


3 


6 5 


9 7. 


3 


9 5. 


8 


6 6 


4 1 . 


4 


1 2. 


2 
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6 8 


4 7 . 


4 


5 3. 


0 


6 9 


1 8 . 


7 


2 9. 


7 


7 0 


8 9 . 


6 


4 8. 


1 


7 1 


7 8 . 


0 


7 0. 


6 


7 2 


3 5 . 


2 


3 9. 


4 


7 4 


5 8 . 


1 


5 6. 


2 


7 5 


9 4 . 


9 


9 4. 


3 


7 6 


9 8 . 


2 


9 8. 


9 


7 7 


3 1 . 


0 


6 9 . 


7 


7 9 


7 0 . 


2 


8 8 . 


1 


ft 0 


6 8 . 


4 


9 1 . 


4 


ft 1 

O -L 


2 9 


2 


2 6. 


4 


ft ^ 


1 8 


0 


2 3. 


5 


ft 5 


2 9 . 


8 


2 1 . 


4 


ft 6 


11. 


9 


2 3 . 


4 


ft 7 


5 5 . 


4 


2 9 . 


7 


ft 9 


3 5 . 


9 


4 8 . 


3 


9 9 


9 3 . 


9 


8 6 . 


3 


9 ^ 


2 4 . 


0 


4 4. 


3 


9 4 


5 1 . 


7 


5 6 . 


1 




7 1 . 


4 


3 1 . 


3 




9 6 . 


1 


5 4 . 


1 


9 7 


9 4: 


4 


2 1 . 


6 


9 8 


9 6. 


6 


9 4. 


9 


9 9 


9 4. 


7 


9 2. 


3 


10 0 


9 8. 


5 


9 6. 


1 
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10 1 


4 2. 


8 


4 1.0 


10 2 


7 0. 


0 


3 9.1 


10 3 


4 5 . 


9 


4 0.4 


10 4 


5 8. 


8 


4 8.4 


10 5 


5 6 . 


0 


7 1.8 


10 6 


8 3. 


5 


6 1.0 


10 7 


5 2. 


1 


4 7.4 


10 9 


9 5. 


9 


2.1. 0 


110 


3 9. 


2 


3 8.5 


111 


9 6. 


0 


9 4.3 


112. 


4 9. 


5 


4 7.2 


113 


9 7. 


9 


9 6.8 


114 


9 8. 


5 


9 7.2 


115 


9 2. 


2 


4 1.8 


116 


2 0. 


1 


3 5.1 


117 


5 6. 


7 


3 4. 8 


118 


9 7. 


4 


9 4.0 


119 


> 9 9. 


9 


> 9 9. 9 


12 2 


> 9 9. 


9 


> 9 9. 9 


12 5 


> 9 9. 


9 


> 9 9. 9 


12 8 


> 9 9. 


9 


> 9 9. 9 


13 0 


N. T 




18.9 


13 1 


N. T. 


> 9 9. 9 


13 2 


N. T 




3 2.3 


13 3 


1 2. 


5 


N. T. 


13 6 


N. T 




> 9 9. 9 
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13 9 


N. T. 


6 4. 3 


14 2 


N. T. 


> 9 9. 9 


14 5 


N. T. 


9 3. 1 


14 9 


N. T. 


> 9 9. 9 



N. T. :*m#-r 
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it * <d ft m 

1 . TE-tt^C ( I ) : 

(I) 

aztt, *-0-A (5t*k Att±lB£«£IWT?*><5) XtfA-X-E (5£<K 

Tt> £^TV-^ Xfi^-O-A (5£«K Att±E^atl^»X*fo5) 
-X-E 0£<K X^E«±|2^fttlKlg-efc5) ^Stb5S©fl&fc$bt- 
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H H H H H 

_C -N — > 11 11 

u V — C-N-C— — C-N-C-C — — C-C-C — 

O H nil ii i i i it i i 

un O H H O H H H • O H H • 

H H O O 

i i it — hi -C — 11 

-C-C=C — — C=C — — S-N — i .i — N-S- 

m i i ii - 1 HO- 1 " 

OH • H OH- H ° HO 



H H 

i i r — m —hi — p - 

-C-N— — C-N-N=C — — C-N-C-C-N— 7 V n 

ll ll l I ii i i ii l i_j HO 

H H • OH H . O H H O H n " u 



H 



— N-C-N — — C-N-N-C— — c-N-N-C— 

I II I 11 I I II Mill 

HOH* O H H O . OHHH, ° 



— C-N-N— — C=N-N 

Mil » 

O H H . 



H H • HO. S-^ H 



C— N 

II I 
O H 

m< ) T-fesi**(7)^ii^ i «&vn 3 si^-rtu** i «ra«cog^, 
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5. c 6 ~c 10 o7^ (mr^-iyit, j£-o-a (3;*, Aft 

lea (i) td*3r}-5^ei:Pi*-efc5) -e*s^5*<ofl&ic$b»cit^a£Sr^ru 

6. HZ**, =£_ 0 -A (^t, Att-JR* (I) K:*5»tSS«iPHn?*>5). 
ru?^:-x-e xXtfEtt-iKS; (D fc*3rt6£l*J:IWT?*>5) T* 

7. 5*-o-a Att-«* (i) \z&ifz>femtmmx*ib?>) 

8. A-O-A (^-K Att-jR* (I) R:*3»tS3tiltlRl*-C*>5) 
&tf5£-X-E (5^, XXtfEtt— JRA (I) ■ T? 

u wc t> «£ v* 5 T- o7D —;vmx*h%n-&<D$m% 1 £*v^ 8 m. 

11. Ei\ 3, 5 -If* (M)7/^n^f/i/) 7i=7UST-fe5li^<^^ 

12. e*5 % gjfcg£^rLwct> iv^ry y^£-efe5W*(D^ffl^9^ 
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4^5-7 ^uls 0. »ifB^t*fc5ICAM-K VCAM-1, ELA 

Sl^ClI^y* II> 0 > N M^o^!) JftLttT- 

5a^KA v T>i?*Tlsi//—tf>s *t#B s il^C4, c-myc, HIV 
©St^ffe^©^^* HTLV- 10Jtfi-T-S*©*5««l % v^TV^W 
!)-A-7 4 0Oief**O|s?il«5, 1M M !)-^©tfif** 

1 5 . ( I - 1 ) : 




• (i -i) 



1Z'I4> 5^-O-A 1 AM^ia^ti^fer^^) m^-conh 

-E 1 EMi±IB^at^-Cfc5) T*«$tb6So#,(c$btcS^S^ 

5) Jl^-CONH-E 1 (5t<}\ E^ilB^^^T-fc-S) T-^^tL^S 



229 



WO 03/103656 



PCT/JP03/07127 



16. A 1 ^ N, N-^flH**^*^^* (^/^^/H0 2o<0f 

17. A 1 ^, (^7^-^-4-^/1') */W^/V^-C*>5SI#©$fiH^ 

is. a 1 ^, g*&S£#brv^&£^:7*~*7*-/^T-fc5if*©iG 

19. «Z^\ Sl-O-A 1 A 1 **-*** (I-D KSiVZfemt 

mmX'hZ) 25.^-CONH-E 1 (5£f\ E l tt-jR5£ (I-l) {C&tfS^ 

at-Cfe52*#©*6H^l 5 3®&V>Lf(ll 8^KHa«0^«ll^b<H:-tOig. X 
tt^tu ©7Kft«5^ b < li^tu <b ©Jgttftft. 

2 0. PtZ 1 ^. ^-O-A 1 (5£<t\ A'li-lSS (I-l) ICfcMtS^St 
[rUTC*)*) R^-CONH-E 1 (5£"K EMt-J&iS (I-l) (C*5tt5^ 

£> 5 »*©$&!! Jgl 9 ^fciiaftOfc^&^L <«*©£. xritnfeOTKSi*^ 
b<te^tbb©?«?P^o 

2 1. gtZ 1 ^, ^-O-A 1 (5£*K A^-jRsS (I-l) KlfctfSJgSSfc 
IrHS-C*>5) XtFS-.CONH-E 1 E'tt-JR* (I-l) 1^43 ttS^ 

mtmmx-hz) •v&zti&momz.z t>\z.w&&z%^x^xt>£^-}-7* ^ 
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2 3. E 1 ^ 2, 5-5?*«7*=/ua£Xtt3, j|7x=;HT*fc 
24. E 1 ^, 3, 5 -If* (Hl7^tn^^) ^^STfcSffhft© 

mmm2 3mzmm<Dit&®%L<n?:<Dm., xw-tftb L<r*e*i 

2 5. E 1 ^ g^SS:^^LXV^Tt>«tv^^Tyy/^ST*^i)-5st*<^?®H^l 
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International application No. 
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detailed below — miemiuunai oureau nas received the record copy of the international applicc 

Name(s) of the applicant(s) and State(s) for which they, are applicants: 

INSTITUTE OF MEDICINAL MOLECULAR DESIGN. INC. (for all designated States except 
US) 

MUTO, Susumu et al (for US) 

Internationa! filing date : 

Priority date(s) claimed : 

Date of receipt of the record copy 
by the International Bureau ; 

List of designated Offices ; 



05 June 2003 (05.06.03) 

06 June 2002 (06.06.02) 

27 June 2003 (27.06.03) 
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EA:AM,AZ,BY,KG,KZ,MD,RU,TJ,TM ' 

EP:AT,BE^G,CH > CY^Z / DE,DK,EE,ES,FI,FR,GB,GR f HU,IE / !T,LU,MC,NUPT,RO,SE / SI,SK / TR 
OA tBF^BJ^F^CGXI^CM^GA^GN^Q^GW^MUMR^E^NJDJG 

National ^E^G^AUAM^LAU^BABB^BG^BR^Y^Z^CA^CH^CN^CO^CR^U^CZ^DE^DK DM DZ 
ECEE^ES^GB^GaGE^KGM^HR^UJDJUINJSJP^E^CKR^Z^CLK^R^S^LLU^LV, ' ' 
MA,MD,MG,MK,MN,MW,MX,MZ,NI,NO,NZ,OMmPU TN TR 
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Date of mailing (day/month/year) 
16 July 2003(16.07.03) 


IMPORTANT NOTIFICATION 


Applicant's or agent's file reference 

A31325M 


International application No. 

PCT/JP03/07127 



ATTENTION 

The applicant should carefully check the data appearing in this Notification. In case of any discrepancy between these data 
and the indications in the international application, the applicant should immediately inform the International Bureau. 

In addition, the applicant's attention is drawn to the information contained in the Annex, relating to: 

time limits for entry into the national phase - see updated important information {as of April 2002) 
confirmation of precautionary designations (if applicable) 
requirements regarding priority documents {if applicable) 



A copy of this Notification is being sent to the receiving Office and to the InternationalSearching Authority. 
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COMMUNICATION OF THE INTERNATIONAL 
APPLICATION TO THE DESIGNATED OFFICES 

(PCT Rule 47. 1(c), first sentence) 



Dale of mailing {day/month/year) 

18 December 2003 (18.12.03) 



To: 



SIKS & CO. 

.8th Floor, Kyobashi-Nisshoku Btdg., 8-7, Kyobashi 
1 -chome 

Chuo-ku, Tokyo 104-0031 
JAPON 



Applicant's or agent's file reference 
A31325M 



IMPORTANT NOTICE 



International application No. 


International filing date (dav/montfi/year) 


•Priority date ( day/mo mfi/y ear) 


PCT/JP03/07127 


05 June 2003 (05.06.03) 


06 June 2002 (06.06.02) 



Applicant 

INSTITUTE OF MEDICINAL MOLECULAR DESIGN. INC. et al 



L Notice is hereby given that the International Bureau has communicated, as provided in Article 20, the international, application to ihe 
following designated Offices on the dale indicated above as the date of mailing of this notice: 

AU, A2, BY, CH, CN, CO, DE, DZ, EP, HU, JP, KG, KR, MD, MK, MZ, RU, TM, US 

In accordance with Rule 47.1(c), third sentence, those Offices will accept the present notice as conclusive evidence lhat the communication 
of the international application has duly taken place on the date of mailing indicated above and no copy of the international application is 
required to be furnished by the applicant to the designated Office(s). 

2. The following designated Offices have waived the requirement for such a communication at this time: 

AE, AG, AL, AM, AP, AT, BA, BB f BG, BR, BZ, CA, CR, CU, CZ, DK, DM, EA, EC, EE, ES. .FI, GB, GD, GE, GH, GM, 
HR, ID, IL, IN, IS, KE, KZ, LC, LK, LR, LS, LT, LU, LV, MA, MG, MN, MW, MX, Nl t NO, NZ, OA, OM, PH, PL, PT, RO, 
SC, SO, SE, SG, SK, SL, TJ, TN, TR, TT, TZ, UA, UG, UZ, VC, VN ; YU, ZA, ZM, ZW 

The communication will be made to those Offices only upon their request Furthermore, those Offices do not require the applicant to 
furnish a copy of the international application (Rule 49. l(a-6tr)). 

3. Enclosed with this notice is a copy of the international application as published by the International Bureau on 
.18 December 2003 (18.12.03) under No. WO 03/103656 

4. TIME LIMITS for filing a demand for international preliminary examination and for entry into the national phase 

The applicable time limit for entering the national phase will, subject to what is said in the following paragraph, be 30 MONTHS from 
the priority date, not only in respect of any elected Office if a demand for international preurninary examination is filed before the 
expiration of 19 months from the priority date, but also in respect of any designated Office, in the absence of filing of such demand, where 
Article 22(1) as modified with effect from I April 2002 applies in respect of that designated Office. For further details, see PCT Gazette 
No. 44/2001 of I November 2001, pages 19926, 19932 and .19934, as well as the PCT Newsletter. October and November 2001 and 
February 2002 issues. 

In practice, time limits other than the 30-month time limit will continue to apply, for various periods of time, in respect of certain 
designated or elected Offices. For regular updates on the applicable time limits (20, 21, 30 or 31 months, or other time limit). Office by 
Office, refer to the PCT Gazette, the PCT Newsletter and the PCT Applicant's Guide, Volume H, National Chapters, all available from 
WIPO's Internet site, athttp^/www.wipo.int/pct/en/index.htmi 

For filing a demand for international preurninary examination, see the PCT Applicant's Guide, Volume I/A, Chapter IX- Only an 
applicant who is a national or resident of a PCT Contracting State which is bound by Chapter it has the right to file a demand for 
international preliminary examination (at present, all PCT Contracting States are bound by Chapter II). 1 

It is the applicant's sole responsibility to monitor all these time limits. 
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(PCT Rule 6 L3) 



Date of mailing ( day/montft/vear) . 

18 December 2003 (18.12.03) 



To: 



S1KS & CO. 

8th Floor, Kyobashi-Nisshoku Bldg., 8-7, Kyobashi 
1-chome 

Chuo-ku, Tokyo 104-0031 - 
JAPON 



Applicant's or agent's file reference 
A31325M 



IMPORTANT INFORMATION 



International application No . 
PCT/JP03/07127 



International filing date (dav/mondi/vear) 

05 June 2003 (05.06.03) 



Priority date (day/monOi/year) 

06 June 2002 (.06.06.02) 



Applicant 



INSTITUTE OF MEDICINAL MOLECULAR DESIGN. INC. et al 



1. The applicant is hereby informed that the International Bureau has, according to Article 3 1 (7), notified each of the following Offices of its election: 

EP: AT, BE t BG, CH, CY, CZ, DE, DK, EE, ES, FI, FR, GB t GR, HU, IE, IT, LU, MC, NL, PT, RO, SE, SI, SK, TR 
National: AU, BG, CA, CN, DE, GB, IL, JP, KR, MN, NI, NO, PL, RO, RU, SK, US 

2. The following Offices have waived the requirement for the notification of their election; the notification will be sent to them by the International Bureau 
only upon their request 

AP: GH, GM f KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZM, ZW 
EA: AM, AZ, BY, KG, KZ, MD, RU, TJ, TM 

OA: BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG 

National: AE, AG, AL, AM, AT, AZ, BA, BB, BR, BY, BZ, CH, CO, CR, CU, CZ, DK, DM, DZ, EC, EE, ES, FI, 
GD, GE, GH, GM, HR, HU, ID, IN, IS, KE, KG, KZ, LC, LK, LR, LS, LT, LU, LV, MA, MD, MG, MK, MW, 
MX, MZ, NZ, OM, PH, PT, SC, SD, SE, SG, SL, TJ, TM, TN, TR, TT, TZ, UA, UG, UZ, VC, VN, YU, ZA, ZM, 
ZW 

3. The applicant is reminded that he must enter the "national phase" before the expiration of 30 mouths from the priority date before each of the Offices 
listed above. This must be done by paying the national fee(s) and furnishing, if prescribed, a translation of the international application (Article 39(1) (a)), 
as well as, where applicable, by furnishing a translation of any annexes of the international preliminary examination report (Article 36X3) (b) and Rule 
74,1). 

Some offices have fixed time limits expiring later than the above-mentioned time limit. For detailed information about the applicable time limits and the 
acts to be performed upon entry into the national phase before a particular Office, see Volume H of the PCT Applicant's Guide. 

The entry into European regional phase is postponed until 31 months troui the priority date for all States designated for the purposes of obtaining a 
European patent. 



The International Bureau of WIPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 



Facsimile No.(4l-22) 740.14.35 



Authorized officer 



Judith Zahra 



Telephone No.(41-22) 338.9 1. 1 1 



- 7. 2004 



PATENT COOPERATION TREATY 



PCT/JP2003/007127 



From ihe INTERNATIONAL BUREAU 



PCT 


To: 


NOTIFICATION OF TRANSMITTAL 
OF COPIES OF TRANSLATION 
OF THE INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 

(PCT Rule 72.2) 


SIKS & CO. 

8th Floor, Kyobashi-Nisshoku Bldg., 8-7, Kyobashi 
1-chome 

Chuo-ku, Tokyo 104-0031 
JAPON 


Dale of mailing (day/monllt/year) 

02 December 2004 (02.12.2004) 




Applicant's or agent's file reference 
A31325M 


IMPORTANT NOTIFICATION 


International application No. 
PCT/JP2003/007127 


International filing dale (da\/montli/\ear) 

05 June 2003 (05.06.2003) 


Applicant 

INSTITUTE OF MEDICINAL MOLECULAR DESIGN. INC. et al 


I. Transmittal of the translation to the applicant. 




The International Bureau transmits herewith a copy of the English translation made by the International Bureau of the international 
preliminary examination report established by the International Preliminary Examining Authority. 


2. Transmittal of the copy of the translation to the elected Offices. 




The International Bureau notifies the applicant that copies of that translation have been transmitted to the following elected Offices 
requiring such translation: 


AZ, CA, CH, CN, CO, EP, GH, KG t KR, MK, MZ, RO, RU, TM 


The following elected Offices, having waived the requirement for such a transmittal at this lime, will receive copies of that translation from 
the International Bureau only upon their request: 


AE, AG, AL, AM, AP, AT, AU, BA, BB, BG, BR, BY, BZ, CR, CU, CZ, DE, DK, DM, DZ, EA, EC, EE, ES Fl GB GD GE 
GM, HR f HU, ID, IL, IN, IS, JP, KE. KZ, LC, LK, LR, LS, LT, LU, LV, MA, MD, MG, MN, MW, MX, Nl, NO NZ OA OM ' 
PH, PL, PT, SC, SD, SE, SG, SK, SL, TJ, TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, YU, ZA, ZM, ZW ' ' ' 


3. Reminder regarding translation into (one of) the official language^) or the elected Officefs). 


The applicant is reminded that, where a translation of the international application must be furnished to an elected Office, that translation 
must contain a translation of any annexes to the international preliminary examination report. 


It is the applicant's responsibiJity to prepare and Tarnish such translation directly to each elected Office concerned (Rule 74 1) See 
Volume II of the PCT Applicant's Guide for further details. 
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This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 



This REPORT consists of a total of . 



. sheets, including this cover sheet 



□ This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have been 
' amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see Rule 
70. 16 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of. 



. sheets. 
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Certain defects in the international application 
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Facsimile No. 
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PCT/JP2003/007127 



1. Basis of the report 



1. With regard to the elements of the international application:* 
[^| the international application as originally filed 

[~~) the description: 

pages 

pages 

pages 



, as originally filed 
, filed with the demand 



, filed with the letter of 



□ 



the claims: 

pages 

pages 

pages 

pages 



, as originally filed 

, as amended (together with any statement under Article 19 
, filed with the demand 



filed with the letter of 



□ 



the drawings: 

pages 

pages 

pages 



, as originally filed 
, filed with the demand 



_, filed with the letter of 



I | the sequence listing part of the description: 

pages 

pages 

pages 



, as originally filed 

filed with the demand 



filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

□ 

the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 
1 I the language of publication of the international application (under Rule 48.3(b)). 

Q the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 553). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

I I contained in the international application in written form. 

□ 

filed together with the international application in computer readable form. 
I I furnished subsequently to this Authority in written form. 

□ 

furnished subsequently to this Authority in computer readable form. 

I I The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 



□ 
□ 



The amendments have resulted in the cancellation of: 

I I the description, pages 

I I the claims, Nos. 

I I the drawings, sheets/fig 



^ I I This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
— ' beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since thev do not contain amendments (Ride 70. 1 6 
and 70.17). 

**Any replacement sheet containing such amendments must be referred to wider item 1 and annexed to this report. 
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III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 



L The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious), or to be 
industrially applicable have not been examined in respect of: 

the entire international application. 



I2SJ claims Nos. 1-a part of 25 

because: 

I | the said international application, or the said claims Nos. 
■ — 1 relate to the following subject matter which does not reqi 



require an international preliminary examination (specify): 



the description, claims or drawings (indicate particular elements below) or said claims Nos. 1-25 

are so unclear that no meaningful opinion could be formed (specify): 



The active ingredients of the medicinal compositions described in the inventions of claims 1-25 
include an extremely wide and varied range of compounds, and it is impossible to conduct a complete 
search of them all. On the other hand, only a small portion of the active ingredients of the medicinal 
compositions described in the inventions of claims 1-25 are supported by the Specification in the sense 
of PCT Article 6 and fully disclosed in the Specification in the sense of PCT Article 5. 

Therefore, the descriptions of the inventions of claims 1-25 and the Specification do not satisfy the 
requirement for specificity such that a meaningful international search can be conducted. 

As a result, in this international examination report a search of prior art was conducted for the 
inventions of claims 1-25 within a reasonable scope based on the compounds that are specifically 
disclosed in the Specification, and this international preliminary examination will be conducted 
within the scope of that search. 



the claims, or said claims Nos/^ a 1-25 are so inadequately supported 

by the description that no meaningful opinion could be formed. 

no international search report has been established for said claims Nos. 1-a part of 25 



2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide and/or amino acid 
sequence listing to comply with the standard provided for in Annex C of the Administrative Instructions: 

| | ^e written form has not been furnished or does not comply with the standard. 

I I the computer readable form has not been furnished or does not comply with the standard. 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 



citations and explanations supporting such statement 
1. Statement 

Novelty (N) Claims H YES 

CIaims 1-10, 12-25 " NO 

Inventive step (IS) Claims YES 

Claims j_25 NO 

Industrial applicability (IA) Claims j ^5 YES 

Claims NO 



2. Citations and explanations 



Document 1) WO 01/12588 Al (Mercian Coip.) February 22, 2001 

Document 2) WO 99/65449 A2 (SMITHKLINE BEECHAM CORPORATION) December 23, 1999 

Document 3) JP 2000-169479 A (Kyowa Hakko Kogyo Co., Ltd.) June 20, 2000 

Document 4) JP 52-1 10S35 A (Zaidan Hojin Biseibutsu Kagalcu Kenkyukai) September 17, 1977 

Document 5) Journal of Organic Chemistry, Vol. 37, No. 22, 1972, p. 3427-31 

Document 6) WO 01/00213 Al (MERCK & CO., INC.) January 4, 2001 

Document 7) WO 01/44217 Al (BRISTOL-MYERS SQUIBB CO.) June 21, 2001 

Document 8) GB 2031410 A (PROVESAN S.A.) April 23, 1980 

Document 9) Journal flier Praktische Chemie (Leipzig), Vol. 25, No. 1-2, 1964, p. 48-55 

Document 10) US 3906023 A (BAYER AKTEENGESELLSCHAFT) September 16, 1975 

Document 1 1) Analytical Biochemistry, Vol. 190, No. 2, 1990, p. 254-258 

Document 12) FR 1481713 A (STECKER INTERNATIONAL S.P.A.) Mayl9, 1967 

Based on the description in document 1, the inventions of claims 1-6, 10, 13-15, 19, 22 and 23 lack 
novelty and an inventive step. Document 1 describes the salicylic acid amide derivative represented by 
Formula (2) as a compound that inhibits NF-kB activation. Thus, the inventions of claims 1-6, 9, 10, 
13-15, 19, 22 and 23 are one and the same as the invention described in document 1. 

Based on the description in document 3, the inventions of claims 1-5, 13-15 and 19 lack novelty 
and an inventive step. Document 3 describes the salicylic acid amide derivative represented as 
Compound 69 as a compound that inhibits NF-kB activation. Thus, the inventions of claims 1-5, 13-15 
and 19 are one and the same as the invention described in document 1 . 
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1 . Certain published documents (Rule 70. 1 0) 

Application No. Publication date 
Patent No. (day/montli/year) 


Filing date 
(day/montli/year) 


rnoniy aate (yaud claim) 
(day/month/year) 


WO 02/076918 Al 
[EX] 


03.10.02 


27.03.02 


27.03.01 



Non-written disclosures (Rule 70.9) 

Kind of non-written disclosure 



Date of non-written disclosure 
(day/montli/year) 



Date of written disclosure 
referring to non-written disclosure 
(day/montli/year) 
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International application No. 
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Based on the description in document 4, the inventions of claims 1-6, 10, 13-15 19 and T> lack 

te V as Lt Z ZTZ ?™ ? deSCribeS COmpOUndS - CoZ^5 6% 

o as arugs lor the treatment of unmune diseases. 

Based on the description in document 5, the inventions of claims 1-6, 8, 10, 13-15 19 21 and T> 
hack novelty and an inventive step. Document 5 describes various salicylic acid amide^nall^as" 
compounds useful as antiinflammatory drugs, etc. analogues as ^ 

L^T^ °V hS d ^ tion in d0 <=^ent 6, the inventions of claims 1-6, 9, 13-15, and 19 lack novelty 

K^I^^STh 6 ! ?f CribeS *" SaliCyllC 3mide resented in fy| 

Based on H ' * 151 35 com P° unds usefid «»■ treatment of immune diseases, 

tf ased on the description in document 7, the inventions of claims 1-6, 9, 12-15 19 2^ and 25 lack" i 
novelty and an mventive step. Document 7 describes salicylic acid amide derivatives iavmTa tot 
group as compounds useful for the treatment of inflammation, etc § 1 

Lb ^ aSed ° n th ? descn Ption in document 8, the inventions of claims 1-7, 9, 10, 13-16 19 ?0 and 2? 
ack novelty and an mventive step. Document 8 describes l.S-benzodioxan^.ldione dlkvakZt as I 
compounds useful for the treatment of inflammation, and these derivatives are one and th lame £ the 
inventive compounds of claims 1-7, 9, 10, 13-16, 19, 20, and 22 1 
L B ih 6d ! n descri P tion in document 9, the inventions of claims 1-6, 9, 13-15 17 and 19 lack 
C.S " mV6ntlVe St6P - ?° CUment 9 deSCribCS Sali ^ lic acid d^vatives ha^ng a 

Ke L ^ C °7 S USefU1 f ° r ^ treatmeDt ° f infl ^ion, etc., and these derivatives 
are one and the same as the inventive compounds of 1-6 9 13-15 17 and 19 

fi H 0 ?^ 1 ^ 4 " 9 d ° n0t C ° ntain descriptions of NF-/cB activation inhibition but this examination 
fed, that the inventxve drugs of this application are used as unainaosapprcs^^ exanunatl0n 
^inflammatory drugs when they are actually used as medicines. Therefore the applications of the 

tey^JS^^ those described in documents 4-9. Thus, the SMSST. 
iu, 1- 17, 19-23, and 25 are one and the same as those described in documents 4-9 

L™1 2 d J scribes the salic y^ acid amide derivative represented by Formula I as a compound 

C ktLff , f r B TT° n -J hUS > ^ C ° mp0Unds d6Scribed - do ~ 1-9 shar ^coZon 
Tn *HH ? ^ Sa i 1Cyh , C ^ amide that haS ^^suppressive and antiinflammatory aXns 

acid ^T^ZiZt^^ " d ° CUmentS U9 ' tWs eXambati0n " that tScyHc 
U„^^^ immunosuppressive and antiinflammatory actions even when thev have 
LuTZ SUbStltU / ntS - TteBfore . P erson * skilled in the art can easily uy to replace theTa^ 
|subst,tuents and nng structures of the compounds described in documents 19. 

lnnv B iH ^ 7 descri P tion m d °cument 10, the inventions of claims 15, 19, 20 and 22-24 lack 
novelty aiad an mventive step. Document 10 describes various salicylic add JC^o^ ^d 
these compounds are one_and the same as the inventive compounds of claims 15 1 9 T and 22^4 ' 
Based on the desenption in document 1 1, the inventions of claims 15, « 21 and ' 2 S noveltv 

me same as the inventive compounds of claims 15, 18, 21 and 22 

L if 6 * 1 S n ^ ^^P 11011 in document 12, the inventions of claims 15 16 19 ?0 and 29 24 
novelty and an inventive step. Document 12 describes l,3-benzodioxane-2 < CdL^^t 
these compounds are one and the same as the inventive compounds of claims Tltl%2oZ^2-24. 
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